WEST Search History 



ATE: Thursday, September 02, 2004 



!ide? Set Name Query Hit Count 

DB=EPAB,JPAB,DWPI; PLl)R=YES; OP=ADJ 

L8 L7 and 16 0 

L7 chelat$|scaveng$|oxygen displacement gas|antiox$ 81711 

L6 tfpi or tissue factor pathway inhibitor 1 1 1 
DB=PGPB,USPT; PLUR=YES; OP=ADJ 

L5 20030108 10 

L4 L2 with 11 14 

L3 L2 same 11 30 

L2 chelat$|scaveng$|oxygen displacement gas|antiox$ 191083 

LI tfpi or tissue factor pathway inhibitor 726 



r 

□ 
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D 

□ 

r 
□ 
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OF SEARCH HISTORY 



WEST Refine Search 

side by 
side 

DB-PGPB, USPT; THES=ASSIGNEE; PLUR=YES; OP=ADJ 
U Wp\tm ue factor pathway inhibitor) same (antiox$|chelat$|free 
radical|scaven$|nitrogen|helium|carbon dioxide|tocopherol) 

END OF SEARCH HISTORY 
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result set 



39 LI 



$%astn ; Hi ghl i ghton= *** ; Hi ghl i ghtof f =*** ; 
Connecting via Winsock to stn 



Welcome to STN international! Enter x:x 

LOGINID : SSSPTAU188 JQW 
PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?) : 2 
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27 
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01 


NEWS 


20 
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Welcome to STN international 



********** 



NEWS EXPRESS 



NEWS HOURS 
NEWS INTER 
NEWS LOGIN 
NEWS PHONE 
NEWS WWW 



Web Page URLs for STN Seminar schedule - N. America 
"Ask CAS" for self-help around the clock 
EXTEND option available in structure searching 
Polymer links for the POLYLINK command completed in REGISTRY 
New UPM (Update Code Maximum) field for more efficient patent 
SDls in CAplus 

CAplus super roles and document types searchable in registry 
Additional enzyme-catalyzed reactions added to CASREACT 

ANTE, AQUALINE, BIOENG , CIVILENG, ENVIROENG , MECHENG, 

and water from csa now available on stn(r) 
beilstein enhanced with new display and select options, 
resulting in a closer connection to babs 

BEILSTEIN on STN workshop to be held August 24 in conjunction 
with the 228th ACS National Meeting 

ifipat/ifiudb/ificdb reloaded with new search and display 
fields 

CAplus and CA patent records enhanced with European and Japan 
Patent Office Classifications 

STN User update to be held August 22 in conjunction with the 
228th ACS National Meeting 

The Analysis Edition of STN Express with Discover! 
(version 7.01 for windows) now available 
Pricing for the Save Answers for Sci Finder wizard within 
STN Express with Discover! will change September 1, 2004 
BIOCOMMERCE: changes and enhancements to content coverage 
BIOTECHABS/BIOTECHDS: Two new display fields added for legal 
status data from inpadoc 

INPADOC: New family current-awareness alert (SDI) available 
New pricing for the save Answers for sci Finder wizard within 
STN Express with Discover! 

New display format, hitstr, available in wpids/wpindex/wpix 

JULY 30 CURRENT WINDOWS VERSION IS V7.01, CURRENT 
MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 11 AUGUST 2004 

STN Operating Hours Plus Help Desk Availability 
General Internet information 
welcome Banner and News items 

Direct Dial and Telecommunication Network Access to STN 
CAS world wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



* * * * * * * * * * * 



STN 



Columbus 

FILE •HOME 1 ENTERED AT 10:23:43 ON 02 SEP 2004 
=> file reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



*************** 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 'REGISTRY' ENTERED AT 10:23:51 ON 02 SEP 2004 



USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (c) 2004 American chemical society (ACS) 

Property values tagged with IC are from the zic/viniti data file 
provided by infoChem. 

STRUCTURE FILE UPDATES: 31 AUG 2004 HIGHEST RN 736193-62-7 
DICTIONARY FILE UPDATES: 31 AUG 2004 HIGHEST RN 736193-62-7 

TSCA INFORMATION NOW CURRENT THROUGH MAY 21, 2004 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. For more 
information enter HELP PROP at an arrow prompt in the file or refer 
to the file summary sheet on the web at: 
http : //www. cas . org/ONLlNE/DBSS/regi stryss . html 

=> e tissue factor pathway inhibitor/cn 



El 1 TISSUE FACTOR (RAINBOW TROUT CLONE SSH39 GENE TF PRECURSOR)/ 

CN 

E2 1 TISSUE FACTOR INHIBITOR/CN 

E3 1 --> TISSUE FACTOR PATHWAY INHIBITOR/CN 

E4 1 TISSUE FACTOR PATHWAY INHIBITOR (179-LEUCINE) (HUMAN PRECURS 

OR)/CN 

E5 1 TISSUE FACTOR PATHWAY INHIBITOR (ALANYL) (HUMAN)/CN 

E6 1 TISSUE FACTOR PATHWAY INHIBITOR (DOG PRECURSOR) /CN 

E7 1 TISSUE FACTOR PATHWAY INHIBITOR (HUMAN PRECURSOR) /CN 

E8 2 TISSUE FACTOR PATHWAY INHIBITOR (HUMAN) /CN 

E9 1 TISSUE FACTOR PATHWAY INHIBITOR (MOUSE STRAIN 129 GENE TFPIB 

ETA ISOFORM .BETA. C-TERMINAL FRAGMENT) /CN 

E10 1 TISSUE FACTOR PATHWAY INHIBITOR (SYNTHETIC 23-AMINO ACID C-T 

ERMINAL FRAGMENT) /CN 

Ell 1 TISSUE FACTOR PATHWAY INHIBITOR (SYNTHETIC 30-AMINO ACID C-T 

ERMINAL FRAGMENT)/CN 

E12 1 TISSUE FACTOR PATHWAY INHIBITOR (SYNTHETIC 45-AMINO ACID C-T 

ERMINAL FRAGMENT) /CN 

=> s e3 

Ll 1 "TISSUE FACTOR PATHWAY INHIBITOR"/CN 



=> d 

Ll ANSWER 1 OF 1 REGISTRY COPYRIGHT 2004 ACS on STN 
RN 194554-71-7 REGISTRY 

CN proteinase inhibitor, tfpi (9ci) (CA INDEX name) 

OTHER NAMES: 



CN Blood-coagulation factors, EPl (extrinsic pathway inhibitor) 

CN Blood-coagulation factors, LACI 

CN Blood-coagulation factors, lipoprotein-assocd. coagulation inhibitors 

CN Blood-coagulation factors, TFI 

CN epi blood-coagulation factors 

CN Extrinsic pathway inhibitor blood-coagulation factors 

CN laci blood-coagulation factors 

CN Lipoprotein-assocd. coagulation inhibitor 

CN Lipoprotein-assocd. coagulation inhibitors blood-coagulation factors 

CN Tissue factor inhibitor 

CN ***Tissue factor pathway inhibitor*** 

MF Unspecified 

CI MAN 

SR CA 

LC STN Files: BIOSIS, CA, CAPLUS , IPA, TOXCENTER , USPAT2, USPATFULL 



DT.CA CAplus document type: Conference; Dissertation; Journal; Patent 
RL.P Roles from patents: ANST (Analytical study); BIOL (Biological study); 

OCCU (Occurrence); PREP (Preparation); PROC (Process); PRP (Properties); 
USES (uses) 

RLD.P Roles for non-specific derivatives from patents: BIOL (Biological 
study); PREP (Preparation); PROC (Process); PRP (Properties); RACT 
(Reactant or reagent) ; USES (Uses) 

RL.NP Roles from non-patents: ANST (Analytical study); BIOL (Biological 
study); FORM (Formation, nonpreparati ve) ; OCCU (occurrence); PREP 
(Preparation); proc (Process); prp (Properties); USES (Uses) 

RLD.NP Roles for non-specific derivatives from non-patents: BIOL (Biological 



study); occu (Occurrence); proc (Process); PRP (Properties); uses (uses) 

*** STRUCTURE DIAGRAM IS NOT AVAILABLE *** 

600 REFERENCES IN FILE CA (1907 TO DATE) 

18 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
603 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



=> sel 11 name 

El THROUGH Ell ASSIGNED 

=> index bioscience 

FILE 'DRUGMONOG' ACCESS NOT AUTHORIZED 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 7.76 7.97 

INDEX 'ADISCTI, ADISINSIGHT, ADISNEWS, AGRICOLA, AQUALINE, ANABSTR, ANTE, 

AQUASCI, BIOBUSINESS, BIOCOMMERCE, BIOENG , BIOSIS, BIOTECHABS, BIOTECHDS , 
BIOTECHNO, CABA, CANCERLIT, CAPLUS, CEABA-VTB , CEN, CIN, CONFSCI, CROPB, 
CROPU, DISSABS, DDFB, DDFU, DGENE, . ENTERED AT 10:25:35 ON 02 SEP 2004 

74 FILES IN THE FILE LIST IN STNINDEX 

Enter SET DETAIL ON to see search term postings or to view 
search error messages that display as 0* with SET DETAIL OFF. 

=> s el-11 or 194554-71-7 
197 FILE ADISCTI 
18 FILE ADISINSIGHT 
9 FILE ADISNEWS 
3 FILES SEARCHED. . . 

4 FILE AGRICOLA 
6 FILES SEARCHED. . . 

15 FILE BIOBUSINESS 
9 FILE BIOCOMMERCE 
8 FILE BIOENG 

1264 FILE BIOSIS 
12 FILES SEARCHED. . . 

43 FILE BIOTECHABS 
43 FILE BIOTECHDS 
469 FILE BIOTECHNO 
15 FILES SEARCHED. . . 

16 FILE CABA 

124 FILE CANCERLIT 
17 FILES SEARCHED. . . 

1179 FILE CAPLUS 

8 FILE CEABA-VTB 
19 FILES SEARCHED. . . 

12 FILE CIN 
40 FILE CONFSCI 
22 FILES SEARCHED. . . 
24 FILES SEARCHED. . . 

8 FILE DISSABS 
26 FILES SEARCHED. . . 

363 FILE DDFU 
630 FILE DGENE 
28 FILES SEARCHED. . . 
30 FILES SEARCHED. . . 





12 


FILE IMSDRUGNEWS 




403 


FILE DRUGU 


32 


FILES 


SEARCHED. . . 




6 


FILE IMSRESEARCH 




14 


FILE EMBAL 


34 


FILES 


SEARCHED. . . 




1306 


FILE EMBASE 


35 


FILES 


SEARCHED. . . 




439 


FILE ESBIOBASE 


36 


FILES 


SEARCHED. . . 




29 


FILE FEDRIP 


39 


FILES 


SEARCHED. . . 




1 


FILE FROSTI 




1 


FILE FSTA 




312 


FILE GENBANK 




1 


FILE HEALSAFE 




103 


FILE IFIPAT 



44 FILES SEARCHED. . . 



67 FILE JICST-EPLUS 

47 FILES SEARCHED. . . 

53 FILE LIFESCI 
1003 FILE MEDLINE 
50 FILES SEARCHED. . . 
52 FILES SEARCHED. . . 

54 FILES SEARCHED. . . 

613 FILE PASCAL 

55 FILES SEARCHED. . . 

11 FILE PHAR 

9 FILE PHARMAML 
23 FILE PHIN 
51 FILE PROMT 
61 FILES SEARCHED. . . 

19 FILE PROUSDDR 
1235 FILE SCISEARCH 
64 FILES SEARCHED. . . 

435 FILE TOXCENTER 
595 FILE USPATFULL 
67 FILES SEARCHED. . . 

34 FILE USPAT2 
69 FILES SEARCHED. . . 

1 FILE VETU 
71 FILES SEARCHED. . . 

103 FILE WPIDS 
73 FILES SEARCHED. . . 

103 FILE WPINDEX 

48 FILES HAVE ONE OR MORE ANSWERS, 74 FILES SEARCHED IN STNINDEX 

L2 QUE ("BLOOD-COAGULATION FACTORS, EPI (EXTRINSIC PATHWAY INHIBITOR) "/BI OR 
"BLOOD-COAGULATION FACTORS, LACl"/BI OR "BLOOD -COAGULATION FACTORS, LI 
POPROTEIN-ASSOCD. COAGULATION INHIBITORS"/BI OR "BLOOD -COAGULATION FAC 
TORS, TFI"/BI OR "EPI BLOOD-COAGULATION FACTORS"/BI OR "EXTRINSIC PATH 
WAY INHIBITOR BLOOD -COAGULATION FACTORS"/BI OR "LACI BLOOD -COAGULATION 
FACTORS"/BI OR "LIPOPROTEIN-ASSOCD. COAGULATION INHIBITOR"/BI OR "LIP 
OPROTEIN-ASSOCD. COAGULATION INHIBITORS BLOOD-COAGULATION FACTORS"/BI 
OR "TISSUE FACTOR INHIBITOR"/BI OR "TISSUE FACTOR PATHWAY INHIBITOR"/B 
I) OR 194554-71-7 

=> s chelat? or scaveng? or oxygen displacement gas or antiox? 



23 



7345 


FILE 


ADISCTI 


340 


FILE 


ADISINSIGHT 


295 


FILE 


ADISNEWS 


11761 


FILE 


AGRICOLA 


1773 


FILE 


AQUALINE 


5045 


FILE 


ANABSTR 


525 


FILE 


ANTE 


4366 


FILE 


AQUASCI 


4482 


FILE 


BIOBUSINESS 


140 


FILE 


BIOCOMMERCE 


3132 


FILE 


BIOENG 


107814 


FILE 


BIOSIS 


4238 


FILE 


BIOTECHABS 


4238 


FILE 


BIOTECHDS 


19276 


FILE 


BIOTECHNO 


28342 


FILE 


CAB A 


15548 


FILE 


CANCERLIT 


274437 


FILE 


CAPLUS 


2646 


FILE 


CEABA-VTB 


347 


FILE 


CEN 


2574 


FILE 


CIN 


3204 


FILE 


CONFSCI 


453 


FILE 


CROPB 


FILES SEARCHED. . . 


1324 


FILE 


CROPU 


7335 


FILE 


DISSABS 


7719 


FILE 


DDFB 


31592 


FILE 


DDFU 


11108 


FILE 


DGENE 


7719 


FILE 


DRUGB 


400 


FILE 


DRUGMONOG2 


284 


FILE 


IMSDRUGNEWS 


33608 


FILE 


DRUGU 


271 


FILE 


IMSRESEARCH 


1244 


FILE 


EMBAL 


86656 


FILE 


EMBASE 



73 



47867 


FTI F 


F^RTORA^F 

CjDIUDMjC 


2916 


FILE 


FEDRIP 


FILES SEARCHED. . . 


1 

JLO J 


CTI F 




3QQ7 




cr\D cnc 
rUKtut 


1 £A77 


CT 1 C 

rl Lb 


rKUb 1 1 




CT 1 C 

rlLt 


rolA 


47^7 


CT 1 F 
MLt 


\j tINDAINK. 


ODD 


CT 1 C 

rl L t 


UC A 1 CA CF 
HtALoAr t 




CT 1 C 

rlLt 


T CT DAT 
1 r 1 r A 1 


Li J 


CT 1 C 

rlLt 


IMbrKUUUL 1 




CT 1 C 

rl Lt 


n TrCT- F Dl IIC 
J ILj 1 trLUj 


1 1 

IIjU 


CT 1 C 

rlLt 


1/nCMCT 

MJjMt 1 




CT 1 C 

rl Lt 


LlrtjLl 


1 7 A 
1/ H 


CT 1 C 

rlLt 


MCHTfTlM C 

MtUll-UIN r 




CTI C 

rlLt 


MFrtl TMF 
MtLJLlIN t 




CT 1 C 

rl Lt 


INlUDrl 1 IV. 




CTI C 

rlLt 


IN 1 lb 




CTI C 

rlLt 


mi |TD ATFI IT 
INU 1 KAl_tU 1 


1724 


FILE 


OCEAN 


64775 


FILE 


PASCAL 


336 


FILE 


PHAR 


131 


FILE 


PHARMAML 


FILES SEARCHED. . . 


2 


FILE 


PHIC 


677 


FILE 


PHIN 


16544 


FILE 


PROMT 


1677 


FILE 


PROUSDDR 


718 


FILE 


RDISCLOSURE 


124135 


FILE 


SCISEARCH 


81 


FILE 


SYNTHLINE 


115497 


FILE 


TOXCENTER 


177645 


FILE 


USPATFULL 


10877 


FILE 


USPAT2 


379 


FILE 


VETB 


1202 


FILE 


VETU 


2785 


FILE 


WATER 


62821 


FILE 


WPIDS 


229 


FILE 


WPIFV 


FILES : 


SEARCHED . . . 


62821 


FILE 


WPINDEX 



73 FILES HAVE ONE OR MORE ANSWERS, 74 FILES SEARCHED IN STNINDEX 

L3 QUE CHELAT? OR SCAVENG? OR OXYGEN DISPLACEMENT GAS OR ANTIOX? 

=> s 12 and 13 

3 FILES SEARCHED. . . 
6 FILES SEARCHED. . . 

5 FILE BIOSIS 
12 FILES SEARCHED. . . 

3 FILE BIOTECHNO 
15 FILES SEARCHED. . . 

2 FILE CANCERLIT 
17 FILES SEARCHED. . . 

20 FILE CAPLUS 
20 FILES SEARCHED. . . 
23 FILES SEARCHED. . . 

1 FILE DISSABS 
25 FILES SEARCHED. . . 

1 FILE DDFU 

27 FILES SEARCHED. . . 

28 FILES SEARCHED. . . 
30 FILES SEARCHED. . . 

2 FILE DRUGU 
32 FILES SEARCHED. . . 

34 FILES SEARCHED. . . 

17 FILE EMBASE 

35 FILES SEARCHED. . . 

1 FILE ESBIOBASE 

36 FILES SEARCHED. . . 
39 FILES SEARCHED. . . 

9 FILE IFIPAT 
44 FILES SEARCHED. . . 

1 FILE JICST-EPLUS 
47 FILES SEARCHED. . . 
49 FILES SEARCHED. . . 



8 FILE MEDLINE 
51 FILES SEARCHED. . . 

54 FILES SEARCHED. . . 

3 FILE PASCAL 

55 FILES SEARCHED. . . 
61 FILES SEARCHED. . . 

8 FILE SCISEARCH 
64 FILES SEARCHED. . . 

3 FILE TOXCENTER 
383 FILE USPATFULL 
67 FILES SEARCHED. . . 

25 FILE USPAT2 
69 FILES SEARCHED. . . 
71 FILES SEARCHED. . . 

7 FILE WPIDS 
73 FILES SEARCHED. . . 

7 FILE WPINDEX 

19 FILES HAVE ONE OR MORE ANSWERS, 74 FILES SEARCHED IN STNINDEX 



i 4 




AND 


L3 


=> d 


rank 






Fl 




383 


USPATFULL 


F2 




25 


USPAT2 


F3 




20 


CAPLUS 


F4 




17 


EMBASE 


F5 




9 


IFIPAT 


F6 




8 


MEDLINE 


F7 




8 


SCISEARCH 


F8 




7 


WPIDS 


F9 




7 


WPINDEX 


F10 




5 


BIOSIS 


Fll 




3 


BIOTECHNO 


F12 




3 


PASCAL 


F13 




3 


TOXCENTER 


F14 




2 


CANCERLIT 


F15 




2 


DRUGU 


F16 




1 


DISSABS 


F17 




1 


DDFU 


F18 




1 


ESBIOBASE 


F19 




1 


JICST-EPLUS 



=> file f4-19 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 22.80 30.77 

FILE 'EMBASE 1 ENTERED AT 10:49:16 ON 02 SEP 2004 

copyright (C) 2004 Elsevier inc. All rights reserved. 

FILE 1 IFIPAT 1 ENTERED AT 10:49:16 ON 02 SEP 2004 
COPYRIGHT (C) 2004 IFI CLAIMS(R) Patent Services (IFI) 

FILE •MEDLINE' ENTERED AT 10:49:16 ON 02 SEP 2004 

FILE 1 SCISEARCH 1 ENTERED AT 10:49:16 ON 02 SEP 2004 
Copyright (c) 2004 The Thomson Corporation. 

FILE 1 WPIDS 1 ENTERED AT 10:49:16 ON 02 SEP 2004 
COPYRIGHT (C) 2004 THOMSON DERWENT 

FILE 1 WPINDEX 1 ACCESS NOT AUTHORIZED 

FILE 1 BIOSIS 1 ENTERED AT 10:49:16 ON 02 SEP 2004 
copyright (c) 2004 The Thomson Corporation. 

FILE 1 BIOTECHNO 1 ENTERED AT 10:49:16 ON 02 SEP 2004 

COPYRIGHT (c) 2004 Elsevier Science B.V., Amsterdam. All rights reserved. 

FILE 1 PASCAL 1 ENTERED AT 10:49:16 ON 02 SEP 2004 

Any reproduction or dissemination in part or in full, 

by means of any process and on any support whatsoever 

is prohibited without the prior written agreement of INIST-CNRS. 

COPYRIGHT (c) 2004 INIST-CNRS. All rights reserved. 



FILE 1 TOXCENTER 1 ENTERED AT 10:49:16 ON 02 SEP 2004 
COPYRIGHT (C) 2004 ACS 

FILE 1 CANCERLIT' ENTERED AT 10:49:16 ON 02 SEP 2004 

FILE 1 DRUGU 1 ENTERED AT 10:49:16 ON 02 SEP 2004 
COPYRIGHT (C) 2004 THOMSON DERWENT 

FILE 'DISSABS' ENTERED AT 10:49:16 ON 02 SEP 2004 

COPYRIGHT (C) 2004 ProQuest Information and Learning Company; All Rights Reserved. 

FILE 1 DDFU 1 ACCESS NOT AUTHORIZED 

FILE 1 ESBIOBASE* ENTERED AT 10:49:16 ON 02 SEP 2004 

COPYRIGHT (C) 2004 Elsevier Science B.v., Amsterdam. All rights reserved. 

FILE 'JICST-EPLUS' ENTERED AT 10:49:16 ON 02 SEP 2004 
COPYRIGHT (C) 2004 Japan Science and Technology Agency (J ST) 

=> s 14 

1 FILES SEARCHED. . . 

3 FILES SEARCHED. . . 

5 FILES SEARCHED. . . 

7 FILES SEARCHED. . . 

8 FILES SEARCHED. . . 

10 FILES SEARCHED. . . 

11 FILES SEARCHED. . . 
13 FILES SEARCHED. . . 

L5 70 L4 

=> dup rem 15 

PROCESSING COMPLETED FOR L5 

L6 43 DUP REM L5 (27 DUPLICATES REMOVED) 

ANSWERS '1-17' FROM FILE EMBASE 
ANSWERS ' 18-26 ' FROM FILE IFIPAT 
ANSWERS ' 27-29 ' FROM FILE MEDLINE 
ANSWERS 1 30-32 1 FROM FILE SCISEARCH 
ANSWERS ' 33-39 1 FROM FILE WPIDS 
ANSWER '40' FROM FILE PASCAL 
ANSWER '41' FROM FILE DRUGU 
ANSWER '42' FROM FILE DISSABS 
ANSWER '43' FROM FILE JICST-EPLUS 



=> 16 and py<2003 

L6 IS NOT A RECOGNIZED COMMAND . 
The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"help commands" at an arrow prompt (=>) . 

=> s 16 and py<2003 

3 FILES SEARCHED. . 

5 FILES SEARCHED. . 

8 FILES SEARCHED. . 

11 FILES SEARCHED. . 

13 FILES SEARCHED- . 
L7 27 L6 AND PY<2003 

=> d bib abs hit 1-27 

L7 ANSWER 1 OF 27 EMBASE COPYRIGHT 2004 ELSEVIER INC. ALL RIGHTS RESERVED. 

on STN 
AN 2002020984 EMBASE 

Tl Clinical developments for treating ards. 

AU Eaton s.; Martin G. ... , , ■ . :cn 

CS G. Martin, Div. of Pulmonary/Critical Care Med., Emory University, 550 

Peachtree Street, NE, Atlanta, GA 30308, United States 
SO Expert Opinion on investigational Drugs, (2002) 11/1 (37-48J . 

Refs: 109 

ISSN: 1354-3784 CODEN: EOIDER 
CY United Kingdom 
dt Journal; General Review 
fs 006 internal Medicine 

014 Radiology . 

015 Chest Diseases, Thoracic Surgery and Tuberculosis 
030 pharmacology 

037 Drug Literature index 
039 pharmacy 



LA English 

SL English , . . , 

AB Acute respiratory distress syndrome (ARDS), is characterised by capillary 
permeability and pulmonary oedema formation and may complicate a variety 
of medical and surgical illnesses. As a self-perpetuating state of 
inflammatory derangement, acute lung injury (ALI)/ARDS is manifest 
clinically as rapid development of radiographic infiltrates, severe 
hypoxaemia and reduced lung compliance. Over the years, researchers have 
made significant progress in elucidating the pathophysiology of this 
complex syndrome. Therapies targeting specific pathophysiologic steps in 
the development or persistence of this syndrome are in various stages of 
laboratory and clinical testing. Results to date have shown nitric oxide 
(NO) to improve oxygenation in the majority of patients but fail to 
improve mortality. Surfactant replacement has had limited success in 
adults, but new formulations and delivery methods may prove beneficial, 
several inflammatory mediator-targeted therapies have progressed 
successfully through early clinical evaluation. Among these, neutrophil 
elastase inhibitors have shown the most promise and are currently 
undergoing Phase ill trials. Other mediator-targeted therapies, such as 
prostaglandin El, IL-10 and platelet activating factor antagonists, have 
not been found efficacious in large clinical trials of ARDS. However, 
these therapies, along with coagulation modulators, may have afavourable 
impact on ARDS by improving outcomes in sepsis, the greatest risk factor 
for developing this condition, in the interim, supportive care through 
improvements in mechanical ventilation are beneficial, while specific 
fluid balance and nutrition strategies may prove advantageous, 
so Expert opinion on investigational Drugs, (2002) 11/1 U7-4SJ. 
Refs: 109 

ISSN: 1354-3784 CODEN: EOIDER 
CT Medical Descriptors: 

*adult respiratory distress syndrome: CO, complication 
*adult respiratory distress syndrome: Dl, diagnosis 
*adult respiratory distress syndrome: DT, drug therapy 
*adult respiratory distress syndrome: ET, etiology 
*adult respiratory distress syndrome: TH, therapy 
capillary permeability 
lung edema 

inflammatory disease 
lung injury 
lung infiltrate 
thorax radiography 
hypoxemi a 
disease severity 
lung compliance 
clinical research 
pathophysiology 
drug targeting 
pathogenesis 
clinical laboratory 
oxygenation 
mortality 

substitution therapy 

treatment outcome 

drug formulation 

drug delivery system 

drug efficacy 

sepsis: DT, drug therapy 

risk factor 

artificial ventilation 

fluid balance 

nutrition 

human 

nonhuman 

rat 

animal experiment 
animal model 
controlled study 
revi ew 

Drug Descriptors: 

leukocyte elastase inhibitor: DT, drug therapy 

leukocyte elastase inhibitor: PR, pharmaceutics 

leukocyte elastase inhibitor: PD, pharmacology 

prostaglandin El: DT, drug therapy 

prostaglandin El: EC, endogenous compound 

interleukin 10: DT, drug therapy 

interleukin 10: EC, endogenous compound 

thrombocyte activating factor antagonist: DT, drug therapy 



RN 



thrombocyte activating factor antagonist: PR, pharmaceutics 
thrombocyte activating factor antagonist: PD, pharmacology 
thrombocyte activating factor: EC, endogenous compound 
blood clotting factor: EC, endogenous compound 
: DV, drug development 
: dt, drug therapy 
: pr, pharmaceutics 

; ih, inhalational drug administration 
: TR, intratracheal drug administration 
surfactant: DV, drug development 
DT, 

PR, 
IH, 

TR, 



lung surfactant 
lung surfactant 
lung surfactant 
lung surfactant 
lung surfactant 
artificial lung 
artificial lung 
artificial lung 
artificial lung 
artificial lung 



drug therapy 
pharmaceutics 

inhalational drug administration 
intratracheal drug administration 



surfactant 
surfactant 
surfactant 
. ^ surfactant 
albumin: DT, drug therapy t 
furosemide: CM, drug comparison 
furosemide: DT, drug therapy 
acetylcysteine: DT, drug therapy 
thiazolidone: DT, drug therapy 

***antioxidant: DT, drug therapy*** 
corticosteroid derivative: DT, drug therapy 
activated protein C: DT, drug therapy 

drug combination 
drug comparison 
drug therapy 
endogenous compound 
inhalational drug administration 
EC, endogenous compound 
drug combination 
drug comparison 
drug therapy 

intravenous drug administration 
2: EC, endogenous compound 
CB, drug combination 
DT, drug therapy 

IV, intravenous drug administration 
CB, drug combination 
DT, drug therapy 



nitric oxide 
nitric oxide 
nitric oxide 
nitric oxide 
nitric oxide 



cyclooxygenase 
a I mi trine: CB, 
almitrine: CM, 
almitrine: DT, 
almitrine: IV, 
cyclooxyqenase 



CB, 
CM, 
DT, 
EC, 
IH, 



phenylephr 
phenyl ephri 
phenylephr' 
prostacycl 
prostacycl 



ne: 
ne: 
ne: 
n: 
n : 



prostacyclin: IH, inhalational drug administration 
poloxomer 188: DT, drug therapy pam/iM 
***tissue factor pathway inhibitor: DT, drug therapy*** 
lisofylline: DV, drug development 
lisofylline: DT, drug therapy 
lisofylline: PD, pharmacology 
fluorocarbon: DT, drug therapy 

fluorocarbon: IH, inhalational drug administration 
fluorocarbon: TR, intratracheal drug administration 
perfluorooctyl bromide: DT, drug therapy 

perfluorooctyl bromide: PR, pharmaceutics . ^*„^nn 

perfluorooctyl bromide: TR, intratracheal drug administration 
prostaglandin synthase inhibitor: DT, drug therapy 
prostaglandin synthase inhibitor: PD, pharmacology aHm , n . ctnH nn 
prostaglandin synthase inhibitor: IV, intravenous drug administration 
ibuprofen: DT, drug therapy 
ibuprofen: PD, pharmacology , 
ibuprofen: IV, intravenous drug administratis 
■ - * CB, drug combination 

drug comparison 
drug therapy 



factor: 
factor: 
factor: 



CM, 
DT, 



atrial natriuretic 
atrial natriuretic 
atrial natriuretic 
unindexed drug 
unclassified drug 
venti cute 
surfaxin 

lung surfactant extract 

(prostaglandin El) 745-65-3; (thrombocyte activating factor) 64176-80-3, 
65154-06-5; (lung surfactant) 99732-49-7; (furosemide) 54-31-9, 
(acetylcysteine) 616-91-1; (thiazolidone) ?8600 : 65-9; (nitric oxide) 
10102-43-9; (almitrine) 27469-53-0; (pheny lephnne) J32 : 38-7, 59-42-7 , 
61-76-7; (prostacyclin) 35121-78-9, 61849-14-7; C^***^«ue*** 

***factor*** ***pathway*** ***mhibitor*** ) 116638-34-7, 
(lisofylline) 100324-81-0, 151852-32-3, 6493-06-7: Cfluorocarbon) 
11072-16-5; (perfluorooctyl bromide) 423-55-2; (ibuprofen) 15687-27-1, 
(atrial natriuretic factor) 85637-73-6 
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AN 2001342843 EMBASE 

Ti The role of high density lipoprotein in sepsis. 

au van Leeuwen H.3.; van Beek A. P.; Dallinga-Thie G.M.; van Strijp J.A.G.; 

verhoef 3 . ; Van Kessel k.p.m. m . 

cs h 3 van Leeuwen, Department of Intensive care, university Medical center 

Utrecht, PO Box 85500, 3508 GA Utrecht, Netherlands. 

hj.van.leeuwen@rivm.nl _ ^ 

so Netherlands Journal of Medicine, (2001) 59/3 (102-110). 

Refs: 83 

ISSN: 0300-2977 CODEN: NJNEEH 
PUI S 0300-2977(01)00144-9 
CY Netherlands 
DT Journal; General Review 
FS 024 Anesthesiology 

026 immunology, serology and Transplantation 

029 clinical Biochemistry 

037 Drug Literature index 

SO Netherlands Journal of Medicine, (2001) 59/3 (102-110). 
Refs: 83 

ISSN: 0300-2977 CODEN: NJNEEH 
CT Medical Descriptors: 
*sepsis 

^lipoprotein metabolism 
septic shock 

protein protein interaction 
immunity 

cholesterol transport 
lipid transport 
liver clearance 
detoxification 
multiple organ failure 
mortality 

protein lipid interaction 

human 

nonhuman 

revi ew 

Drug Descriptors: 

*high density lipoprotein: EC, endogenous compound 

*high density lipoprotein: PD, pharmacology ...... „ 

*high density lipoprotein: IV, intravenous drug administration 
serum amyloid A: EC, endogenous compound 
chylomicron: EC, endogenous compound 
chylomicron: PD, pharmacology m 
chylomicron: IV, intravenous drug administration 
apoprotein: EC, endogenous compound 

intermediate density lipoprotein: EC, endogenous compound 

apolipoprotein A: EC, endogenous compound 

cholesterol ester transfer protein: EC, endogenous compound 

phospholipid transfer protein: EC, endogenous compound 

phosphatidylcholine sterol acyl transferase: EC, endogenous compound 

liDODolvsaccharide binding protein: EC, endogenous compound 

1 5lK 2 acetyl glycerophosphocholine esterase: EC, endogenous compound 

***tissue factor pathway inhibitor: EC, endogenous compound*** 
clusterin: EC, endogenous compound 
triacylglycerol : EC, endogenous compound 
cholesterol ester: EC, endogenous compound 
CD14 antigen: EC, endogenous compound 
glycosyl phosphatidyl inositol : EC, endogenous compound 
TnterleuRin 1: EC, endogenous compound 
interleukin 6: EC, endogenous compound 
tumor necrosis factor alpha: EC, endogenous compound 
C reactive protein: EC, endogenous compound 

***scavenger receptor: EC, endogenous compound*** 
cholesterol esterase: EC, endogenous compound 
G protein coupled receptor: EC, endogenous compound 
lipopolysaccharide: EC, endogenous compound 
RANTES : EC, endogenous compound 
chemotactic factor: EC, endogenous compound 
endotoxi n 

unindexed drug - - 

RN (phosphatidylcholine sterol acyl transferase) 9031-14-5 , 

(lipopolysaccharide binding protein) 203?46 : 66 ; 1; ( ** *tissue *** 

v ***!f ac t 0 r*** ***pathway*** ***inhibitor*** ) 116638-34-7, (C 

reactive protein) 9007-41-4; (cholesterol esterase) 9026-00-0 
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Ti Hypol i pi daemi c and antiplatelet agents. 
AU chilmonczyk Z. ; Siluk D. ; Kaliszan R. 

cs z. Chilmonczyk, Drug institute, chelmska 30/34, 00-725 Warsaw, Poland 
SO Expert opinion on Therapeutic Patents, (2001) 11/8 (1301-1327). 
Refs: 100 

ISSN : 1354-3776 CODEN: EOTPEG 
CY united Kingdom 

DT journal; General Review . 

FS 005 General Pathology and pathological Anatomy 

018 cardiovascular Diseases and Cardiovascular Surgery 

025 Hematology 

030 Pharmacology 

037 Drug Literature index 

039 Pharmacy 
LA English 

AB TheVecent progress of anti hype rli pi daemi c and antiplatelet drugs widely 
used in the therapy of cardiovascular disease is reviewed. According to 
the claimed mechanisms of action, new hypolipidemic agents originate from 
qroups of compounds such as cholesterol biosynthesis inhibitors, ACAT 
inhibitors, low density lipoprotein (ldl) uptake promoters, taurocholate 
receptor antagonists, aP2 inhibitors, PPAR activators and 

***anti oxidants*** . Since atherosclerosis pathogenesis is a complicated 
process, coexisting with such disorders as hyper! i pi daemi a, obesity and 
insulin resistance syndrome, the majority of compounds do not have clearly 
defined molecular targets for the treatment of the above complex 
disorders. Blood platelets play a pivotal role in the development of 
atherosclerosis and fatal thrombus formation in the course of corona y 
heart disease. Therefore, there is a great necessity to develop drugs that 
inhibit platelet aggregation and clot generation. Recently, issued patents 
concern original groups of agents such as fibrinogen and vitronectin 
"JeptSr inhibitors, Srugs targeting thrombin and Factor xa .generation as 
well as calmodulin modulators. The most promising and most intensively 
studied are non-peptide and peptide thrombin inhibitors, Factor xa 
Inhibitors and fibrinogen receptor antagonists. For the better efficacy of 
platelet anti-aggregatory and antithrombotic treatment new combination 
therapies are proposed. New approaches to the phenomenon of thrombus 
formation and combined antithrombotic therapy are claimed to help to 
reduce fatal events and to decrease adverse effects of cardiovascular 



SO 



Expert 6 6pinion on Therapeutic Patents, (2001) 11/8 (1301-1327) 
Refs: 100 

ISSN: 1354-3776 CODEN: EOTPEG 



AB The recent progress of anti hyperli pi daemi c and. anti platelet drugs widely 
used in the therapy of cardiovascular disease is reviewed. According to 
thee aimed mechanisms of action, new hypoli pi daemi c agents originate from 
aroups of compounds such as cholesterol biosynthesis inhibitors, ACAT 
?nhiDitors, low density lipoprotein (LDL) uptake promoters, taurocholate 
receptor antagonists, aP2 inhibitors, PPAR activators and. 

"Antioxidants*** . Since atherosclerosis pathogenesis is a complicated 
Drocess coexisting with such disorders as hype rli pi daemi a, obesity and 
?SS?"'rSRtance fl syndrome, the majority of compounds do not have clearly 
defined molecular targets for the treatment of the above complex 
disorders Blood platelets play a pivotal role in the development of 
atherosclerosis and fatal thrombus formation in the course of coronary 
hearc disease. Therefore, there is a great necessity to develop drugs that 
inhibit platelet aggregation and clot generation. Recently. issued patents 
concern oMginal groups of agents such as fibrinogen and vitronectin 
receptor inhibitors, drugs targeting thrombin and Factor xa. generation as 
well as calmodulin modulators. The most promising and most intensively 
studied are non-peptide and peptide thrombin inhibitors, Factor xa 
inhibitors and fibrinogen receptor antagonists. For the better efficacy of 
platelet anti-aggregatory and antithrombotic treatment new combination 
therapies are proposed. New approaches to the phenomenon of thrombus 
formation and combined antithrombotic therapy are claimed to help to 
reduce fatal events and to decrease adverse effects of cardiovascular 
disease. 
CT Medical Descriptors: 
♦hypolipemia 

♦cardiovascular disease: DT, drug therapy 
♦cardiovascular disease: ET, etiology 
♦cardiovascular disease: PC, prevention 
revi ew 

drug research 
drug mechanism 



cholesterol synthesis 
cholesterol transport 
atherosclerosis: DT, drug therapy 
atherosclerosis: ET, etiology 
atherosclerosis: PC, prevention 
pathogenesi s 
obesity 

insulin resistance 
drug targeting 
thrombocyte aggregation 
ischemic heart disease: DT, 
ischemic heart disease: ET, 
ischemic heart disease: PC, 
blood clotting 
patent 

drug efficacy 
drug structure 
treatment planning 
thrombogenesis 
human 
nonhuman 
male 
female 
mouse 
rat 

animal experiment 
animal model 
controlled study 
human cell 
Drug Descriptors: 
*antilipemic agent: AN, 
*antilipemic agent: CM, 
*antilipemic agent: DV, 
*antilipemic agent: DT, 
*antilipemic agent: PD, 
*anti thrombocyte agent: 
*anti thrombocyte agent: 
*anti thrombocyte agent: 
*anti thrombocyte agent: 
*anti thrombocyte agent 



drug therapy 
etiology 
prevention 



cholesterol 
cholesterol 
cholesterol 
cholesterol 
cholesterol 
cholesterol 
cholesterol 
low density 
taurocholic 
peroxi some 
peroxi some 
peroxisome 
peroxi some 
peroxi some 
peroxi some 



EC, endogenous 
acyltransferase 
acyl transferase 
acyltransferase 
acyltransferase 
acyltransferase 
acyltransferase 
lipoprotein: EC, 



drug analysis 
drug comparison 
drug development 
drug therapy 
pharmacology 
AN, drug analysis 
CM, drug comparison 
DV, drug development 
DT, drug therapy 
PD, pharmacology 
compound 

EC, endogenous compound 
inhibitor: AN, drug analysis 
inhibitor: CM, drug comparison 
inhibitor: DV, drug development 
inhibitor: DT, drug therapy 
inhibitor: PD, pharmacology 
endogenous compound 



acid: EC, endogenous compound 
proliferator activated receptor 
activated 



receptor 
receptor 
receptor 
receptor 
receptor 

analysis*** 

*** 



proliferator 
proliferator 
proliferator 
proliferator 
proliferator 
***antioxidant: AN, 
***antioxidant : CM, 
***antioxidant : DV, 
***antioxidant: DT, 
***anti oxidant: PD, , 
lipoprotein A: EC, endogenous compound 
***tissue factor pathway inhibitor 
factor pathway inhibitor 
factor pathway inhibitor 
factor pathway inhibitor 
factor pathway inhibitor 
EC, endogenous compound 
receptor: EC, endogenous 
receptor antagonist: AN, 
receptor antagon' 
receptor antagon 
receptor antagon 



***tissue 
***tissue 
***tissue 
***tissue 
fibrinogen 
fibrinogen 
f i bri nogen 
fibrinogen 
fi bri nogen 
fibrinogen 
fibrinogen 
vitronectin 



activated 
activated 
activated 
activated 
drug 

drug comparison 
drug development*** 
drug therapy*** 
pharmacology** * 



AN, 
CM, 

DV, 

DT, 
PD, 



EC, endogenous compound 
agonist: AN, drug analysis 
agonist: CM, drug comparison 
agonist: DV, drug development 
agonist: DT, drug therapy 
agonist: PD, pharmacology 



drug 
drug 
drug 
drug 



analysis*** 
comparison*** 
development*** 
therapy*** 



Pharmacol ogy** 



CM, 
DV, 

DT, 

receptor antagonist: pd, 
: EC, endogenous compound 



st: 
st: 
st: 



compound 
drug analysis 
drug comparison 
drug development 
drug therapy 
pharmacology 



vitronectin receptor: EC, endogenous compound 
thrombin: EC, endogenous compound 
blood clotting factor 10a: EC, endogenous compound 
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AN 
TI 

AU 
CS 

SO 



CY 
DT 
FS 



LA 
SL 
AB 



calmodulin 
calmodulin 
calmodulin 
calmodulin 
calmodulin 
calmodulin 
thrombin inhibitor 
thrombin inhibitor 
thrombin inhibitor 
thrombin inhibitor 
thrombin inhibitor 
peptide derivative 
peptide derivative 
peptide derivative 
peptide derivative 
peptide derivative 
omeprazole: AN, drug 
omeprazole: 
omeprazole: 
omeprazole: 
omeprazole: 
simvastatin: 
simvastatin : 
simvastatin: 
simvastatin: 
simvastatin: 
atorvastati n 
atorvastati n 
atorvastati n 
atorvastati n 
atorvastati n 
ticlopidine 
ticlopidine 
ti clopidi ne 
ticlopidine 
ticlopidine 
clopidogrel 
clopidogrel 
clopidogrel 
clopidogrel 
clopidogrel 



EC, endogenous compound 
inhibitor: AN, drug analysis 
inhibitor: CM, drug comparison 
inhibitor: DV, drug development 
inhibitor: DT, drug therapy 
inhibitor: PD, pharmacology 



AN, drug analysis 
CM, drug comparison 
DV, drug development 
DT, drug therapy 
PD, pharmacology 
AN, drug analysis 
CM, drug comparison 
DV, drug development 
DT, drug therapy 
PD, pharmacology 
analysis 
drug comparison 
drug development 
drug therapy 
pharmacology 
drug analysis 
drug comparison 
drug development 
drug therapy 
pharmacology 
drug analysis 
CM, drug comparison 
DV, drug development 
DT, drug therapy 
PD, pharmacology 
AN, drug analysis 
drug comparison 
drug development 
drug therapy 
pharmacology 
drug analysis 
drug comparison 
drug development 
drug therapy 
pharmacology 



CM, 
DV, 

DT, 
PD, 

; AN 
: CM, 
; DV, 
; DT, 
: PD, 
AN 



CM, 
DV, 
DT, 
PD, 
AN, 
CM, 
DV, 
DT, 
PD, 



membrane protein: EC, endogenous compound 
unindexed drug , „ _ 

(cholesterol) 57-88-5; (cholesterol acyl transferase) 9027-63-8; 
(taurocholic acid) 145-42-6, 59005-70-8 , .81 : 24-3 ; ( "*tissue*** 

***f actor*** ***pathway*** ***inhibitor*** ) 116638-34-7; 
(fibrinogen) 9001-32-5; (thrombin) 9002-04-4; (blood clotting factor 10a) 
72162-96-0, 9002-05-5; (omeprazole) 73590-58-6, 95510-70-6; (simvastatin) 
79902-63-9; (atorvastati n) 134523-00-5, 134523-03-8; (ticlopidine) 
53885-35-l! 55142-85-3; (clopidogrel) 113665-84-2, 120202-66-6, 
90055-48-4, 94188-84-8 
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2001262804 EMBASE 
Hepatic response to sepsis: 
inflammatory processes. 

Dhainaut J.-F.; Marin N.; Mignon A.; vinsonneau C; Sprung C 
Dr. 3.-F. Dhainaut, Medical intensive Care unit, Cochin Port 
univ. -Hospital , Paris V university, Paris 
Critical Care Medicine, (2001) 29/7 SUPPL 
Refs: 63 

ISSN: 0090-3493 CODEN: CCMDC7 
united States 

Journal; conference Article 

005 General Pathology and Pathological Anatomy 
Anesthesiology 
Hematology 

immunology, Serology and Transplantation 
Gastroenterology 



•Royal 



024 
025 
026 
048 

English 
English 

Objectives: a) To review the hepatic response to 
how this response contributes to coagulation and 

b) to review the physiologic and biochemical mechanisms that suggest 
hepatic dysfunction may occur during sepsis, enhance proc9agulant and 
proinflammatory activities, and participate in the potential evolution to 



sepsis and to establish 
inflammatory processes; 



multiple organ dysfunction syndrome. Data Sources: A summary of published 
medical literature from MEDLINE search files and published reviews on 
liver function in experimental and human sepsis. Data Summary: in sepsis, 
the liver plays a major role in host defense mechanisms. Kupffer cells are 
responsible for bacterial ***scavenging*** , bacterial products 
inactivation, and inflammatory mediators clearance and production. 
Hepatocytes, via receptors for many proinflammatory cytokines, modify 
their metabolic pathway toward gluconeogenesis, ami no-acid uptake, and 
increased synthesis of coagulant and complement factors and protease 
inhibitors. The acute-phase protein (APP) response also contributes to the 
procoagulant state, especially by enhancing the inhibition of protein c 
(.alpha. (l)-antitrypsin and .alpha. (2)-macroglobulin) and by decreasing 
liver synthesis of protein c and anti thrombin (negative apps) . Elevated 
C-reactive protein levels (positive APPs) promote the expression of tissue 
factor by mononuclear cells, increased liver production of 
thrombin-activatable fibrinolytic inhibitor (positive APPs) enhances 
fibrinolysis inhibition. Conversely, such hepatic inflammatory and 
coagulation processes in sepsis may alter the function of this organ. 
Indeed, the liver can be injured by activated Kupffer cells that release 
chemokines, attract blood neutrophils into the liver, and activate them. 
Neutrophils upregulate their surface adhesion molecules, tissue factor, 
and Kupffer cells, whereas *** t issue*** ***factor*** 

***pathway*** ***inhibi tor*** and thrombomodulin are almost 
undetectable in endothelial cells. This may lead to microci rculatory 
disturbances, fibrin deposition, hepatocyte injury, endotoxin and bacteria 
spillover, and multiple organ failure. Conclusions: in sepsis, the liver 
participates in host defense and tissue repair through hepatic cell 
cross-talk that controls most of the coagulation and inflammatory 
processes, when this control is not adequate, a secondary hepatic 
dysfunction may occur and may sometimes lead to bacterial products 
spillover, enhanced procoagulant and inflammatory processes, and in turn, 
multiple organ failure and death. 
SO critical Care Medicine, (2001) 29/7 SUPPL. (S42-S47). 
Ref s " 63 

ISSN: 0090-3493 CODEN: CCMDC7 

AB objectives: a) to review the hepatic response to sepsis and to establish 
how this response contributes to coagulation and inflammatory processes; 
b) to review the physiologic and biochemical mechanisms that suggest 
hepatic dysfunction may occur during sepsis, enhance procoagulant and 
proinflammatory activities, and participate in the potential evolution to 
multiple organ dysfunction syndrome. Data Sources: A summary of published 
medical literature from MEDLINE search files and published reviews on 
liver function in experimental and human sepsis. Data Summary: in sepsis, 
the liver plays a major role in host defense mechanisms. Kupffer cells are 
responsible for bacterial ***scavenging*** , bacterial products 
inactivation, and inflammatory mediators clearance and production. 
Hepatocytes, via receptors for many proinflammatory cytokines, modify 
their metabolic pathway toward gluconeogenesis, ami no-acid uptake, and 
increased synthesis of coagulant and complement factors and protease 
inhibitors. The acute-phase protein (app) response also contributes to the 
procoagulant state, especially by enhancing the inhibition of protein C 
(.alpha. (l)-antitrypsin and .alpha. (2)-macroglobulin) and by decreasing 
liver synthesis of protein c and anti thrombin (negative APPs). Elevated 
c _ react ive protein levels (positive APPs) promote the expression of tissue 
factor by mononuclear cells, increased liver production of 
thrombin-activatable fibrinolytic inhibitor (positive APPs) enhances 
fibrinolysis inhibition. Conversely, such hepatic inflammatory and 
coagulation processes in sepsis may alter the function of this organ. 
Indeed, the liver can be injured by activated Kupffer cells that release 
chemokines, attract blood neutrophils into the liver, and activate them. 
Neutrophils upregulate their surface adhesion molecules, tissue factor, 
and Kupffer cells, whereas ***ti ssue*** ***factor*** 

***pathway*** ***inhibitor*** and thrombomodulin are almost 
undetectable in endothelial cells. This may lead to microci rculatory 
disturbances, fibrin deposition, hepatocyte injury, endotoxin and bacteria 
spillover, and multiple organ failure. Conclusions: In sepsis, the liver 
participates in host defense and tissue repair through hepatic cell 
cross-talk that controls most of the coagulation and inflammatory 
processes, when this control is not adequate, a secondary hepatic 
dysfunction may occur and may sometimes lead to bacterial products 
spillover, enhanced procoagulant and inflammatory processes, and in turn, 
multiple organ failure and death. 

CT Medical Descriptors: 
*sepsis 

*liver function 
*blood clotting 
inflammation 



liver dysfunction 
multiple organ failure 
medi cal i nf ormati on 
host resistance 
Kupffer cell 

***scavenging system*** 
gluconeogenesis 
amino acid transport 
complement factor 
protein synthesis 
mononuclear cell 
neutrophi 1 
fibrin deposition 
liver cell damage 
signal transduction 
tissue repair 
immunity 
human 

controlled study 

human cell 

conference paper 

priority journal 

Drug Descriptors: 

cytokine: EC, endogenous compound 

proteinase inhibitor 

acute phase protein: EC, endogenous compound 

protein c: EC, endogenous compound 

alpha 1 antitrypsin: EC, endogenous compound 

alpha 2 macrog lobulin: EC, endogenous compound 

c reactive protein: EC, endogenous compound 

thrombin: EC, endogenous compound 

antifibrinolytic agent 

chemokine: EC, endogenous compound 

thromboplastin: EC, endogenous compound 
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AN 2001112156 EMBASE 

TI Tissue factor as a therapeutic target. 
AU Key N.s. ; Bach R.R. 

cs Dr. N.S. Key, Div. of Hematol . Oncol ./Transplant . , university of 
Minnesota, Medical School, Minneapolis, MN 55455, united States. 
keyxx001@tc.umn.edu 

SO Thrombosis and Haemostasis, (2001) 85/3 (375-376). 
Refs: 10 

ISSN: 0340-6245 CODEN: THHADQ 
CY Germany 
DT Journal; Note 
FS 025 Hematology 

018 Cardiovascular Diseases and Cardiovascular surgery 

037 Drug Literature Index 

030 Pharmacology 

005 General Pathology and Pathological Anatomy 
029 Clinical Biochemistry 
016 Cancer 
LA English 

SO Thrombosis and Haemostasis, (2001) 85/3 (375-376). 
Refs: 10 

ISSN: 0340-6245 CODEN: THHADQ 
CT Medical Descriptors: 
human 

clinical trial 

nonhuman 

drug targeting 

blood clotting 

protein degradation 

in vivo study 

disseminated intravascular clotting 
heart infarction: DT, drug therapy 
atherosclerotic plaque 

unstable angina pectoris: DT, drug therapy 

artery thrombosis: ET, etiology 

artery intima proliferation: ET, etiology 

tumor cell line 
angiogenesis 
protein expression 
disease model 



L7 

AN 
TI 
AU 
CS 

SO 



CY 
DT 
FS 



LA 
SO 



CT 



genetic transcription 
genetic regulation 
antiinflammatory activity 

***anti oxidant activity*** 
drug inhibition 
drug potency 
drug protein binding 
antibody affinity 
fibrin formation 
drug design 

sepsis: DT, drug therapy 
cancer: DT, drug therapy 
note 

priority journal 
Drug Descriptors: 

thromboplastin: EC, endogenous compound 
cytokine receptor: EC, endogenous compound 
blood clotting factor 7: EC, endogenous compound 
blood clotting factor 8a: EC, endogenous compound 
enzyme precursor: EC, endogenous compound 
blood clotting factor 9: EC, endogenous compound 
blood clotting factor 10: EC, endogenous compound 
curcumin: PD, pharmacology 
curcumin: DT, drug therapy 
curcumin: DV, drug development 
curcumin: CT, clinical trial 
thrombocyte antibody: PD, 
thrombocyte antibody: DT, 
thrombocyte antibody: DV, 
thrombocyte antibody: CT, 
proteinase inhibitor: PD, 
proteinase inhibitor: DT, 
proteinase inhibitor: DV, 
proteinase inhibitor: CT, 

***recombinant tissue 

***recombinant tissue 



***recombi nant 
***recombinant 



anticoagulant agent: 
anticoagulant agent: 
ant " 
ant 



coagulant agent 
coagulant agent: 



pharmacology 
drug therapy 
drug development 
clinical trial 
pharmacology 
drug therapy 
drug development 
clinical trial 
factor pathway 
factor pathway 
tissue factor pathway 
tissue factor pathway 
PD, pharmacology 
DT, drug therapy 
DV, drug development 
CT, clinical trial 



inhibitor: 
inhibitor: 
inhibitor: 
inhibitor: 



PD, pharmacology*** 

DT, drug therapy*** 

DV, drug development*** 

CT, clinical trial*** 



endogenous compound 
PD, pharmacology 
DT, drug therapy 
DV, drug development 
CT, clinical trial 



anticoagulant protein: EC, 
human monoclonal antibody: 
human monoclonal antibody: 
human monoclonal antibody: 
human monoclonal antibody: 
chimeric protein: EC, endogenous compound 
phosphatidyl serine: EC, endogenous compound 
lipocortin 5: PD, pharmacology 
lipocortin 5: DT, drug therapy 
lipocortin 5: DV, drug development 
lipocortin 5: CT, clinical trial 
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Gene therapy for atherosclerossis and restenosis. 

Kivela A.; Turunen A.-M.; Yla-Herttuala s. . . 

Sm Yla-Herttuala, Al vi rtanen institute, university of Kuopio, po box 

1627, 70211 Kuopio, Finland, seppo.ylaherttuala@uku.fi 

Current Opinion in cardiovascular, Pulmonary and Renal investigational 

Drugs, (2000) 2/3 (244-249). 

Refs: 66 

ISSN: 1464-8482 CODEN: CCPRFX 
United Kingdom 
Journal; General Review 

018 cardiovascular Diseases and Cardiovascular surgery 

022 Human Genetics 

030 Pharmacology 

037 Drug Literature Index 

English „ n _ 

Current Opinion in cardiovascular, Pulmonary and Renal investigational 
Drugs, (2000) 2/3 (244-249). 
Refs: 66 

ISSN: 1464-8482 CODEN: CCPRFX 
Medical Descriptors: 



-atherosclerosis: TH, therapy 
^atherosclerosis: DT, drug therapy 
^restenosis: TH, therapy 
^restenosis: PC, prevention 
^restenosis: DT, drug therapy 
human 

clinical trial 
nonhuman 
gene therapy 
angiogenesi s 

hypercholesterolemia: TH, therapy 
vi rus vector 
gene targeting 

coronary artery disease: SU, surgery 
coronary artery bypass surgery 
transluminal coronary angioplasty 
gene transfer 
thrombosis prevention 
drug inhibition 
cell proliferation 
Adenovi rus 
Retrovi rus 
Lenti vi rinae 
Adeno associated virus 
Herpes virus 
Epstein Barr vi rus 
dna transfection 
drug delivery system 
review 

Drug Descriptors: 

low density lipoprotein: EC, endogenous compound 
low density lipoprotein receptor: DT, drug therapy 
high density lipoprotein: EC, endogenous compound 
apolipoprotein Al: EC, endogenous compound 
very low density lipoprotein: EC, endogenous compound 
chylomicron: EC, endogenous compound 
lipoprotein A: CB, drug combination 
lipoprotein A: PD, pharmacology 
lipoprotein A: DT, drug therapy 
apolipoprotein A: CB, drug combination 
apolipoprotein A: PD, pharmacology 
apolipoprotein A: DT, drug therapy 
plasminogen: EC, endogenous compound 
fibrin: EC, endogenous compound 

***scavenger receptor: PD, pharmacology*** 
tissue plasminogen activator: DT, drug therapy 
recombinant hirudin: DT, drug therapy 

***tissue factor pathway inhibitor: DT, drug therapy**' 
platelet derived growth factor: EC, endogenous compound 
vasculotropin: DT, drug therapy 
matrix metalloproteinase: EC, endogenous compound 
tissue inhibitor of metalloproteinase 1: DT, drug therapy 
nitric oxide: DT, drug therapy 
antisense oligonucleotide: CT, clinical trial 
anti sense oligonucleotide: DT, drug therapy 
acidic fibroblast growth factor: DT, drug therapy 
basic fibroblast growth factor: DT, drug therapy 
liposome: DT, drug therapy 
polymer: DT, drug therapy . . 

plasmid DNA: IM, intramuscular drug administration 
plasmid DNA: DT, drug therapy 
apolipoprotein E : DT, drug therapy 
apolipoprotein E: PD, pharmacology 

lipofectin „ . _ 

RN (plasminogen) 9001-91-6; (fibrin) 9001-31-4; (tissue plasminogen 

activator) 105913-11-9; ( ***tissue*** ***factor*** ***pathway*** 

***inhibitor*** ) 116638-34-7; (vasculotropin) 127464-60-2; (tissue 
inhibitor of metalloproteinase 1) 140208-24-8; (nitric oxide) 10102-43-9; 
(acidic fibroblast growth factor) 106096-92-8; (basic fibroblast growth 
factor) 106096-93-9; (lipofectin) 128835-92-7 
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Ti Endothelial function and hemostasis. 

au Becker B.F.; Heindl B. ; Kupatt C; Zahler s. a 

cs Dr. B.F. Becker, Dept. of Physiology, university of Munich, Pettenkofer 



Str. 12, D-80336 Munich, Germany 
SO zeitschrift fur Kardiologie, (2000) 89/3 (160-167). 
Refs: 54 

ISSN : 0300-5860 CODEN: ZKRDAX 
CY Germany 

DT Journal; Conference Article 

FS 018 cardiovascular Diseases and Cardiovascular surgery 
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LA English 

SL English „ n . nn 

AB The vascular endothelium influences not only the three classically 

interacting components of hemostasis: the vessel, the blood platelets and 
the clotting and fibrinolytic systems of plasma, but also the natural 
sequelae: inflammation and tissue repair. Two principal modes of 
endothelial behaviour may be differentiated, best defined as an anti- and 
a prothrombotic state. Under physiological conditions endothelium mediates 
vascular dilatation (formation of NO, PGI2, adenosine, hyperpolansing 
factor), prevents platelet adhesion and activation (production 9f 
adenosine, NO and PGI2, removal of ADP) , blocks thrombin formation ( 

***tissue*** ***factor*** ***pathway*** ***inhibi tor*** , 
activation of protein C via thrombomodulin, activation of antithrombin 
III) and mitigates fibrin deposition (t- and scuplasminogen activator 
production). Adhesion and transmigration of inflammatory leukocytes are 
attenuated, e.g. by NO and IL-10, and oxygen radicals are efficiently 

***scavenged*** (urate, NO, glutathione, SOD). When the endothelium is 
physically disrupted or functionally perturbed by postishemic 
reperfusion, acute and chronic inflammation, atherosclerosis, diabetes and 
chronic arterial hypertension, then completely opposing actions pertain. 
This prothrombotic, proinflammatory state is characterised by 
vasoconstriction, platelet and leukocyte activation and adhesion 
(external isati on, expression and upregulation of von Willebrand factor, 
platelet activating factor, P-selectin, ICAM-1, il t 8, .MCP-1, TNFa, etc.), 
promotion of thrombin formation, coagulation and fibrin deposition at the 
vascular wall (expression of tissue factor, PAi-1, phosphatidyl serine, 
etc.) and, in platelet-leukocyte coaggregates, additional inflammatory 
interactions via attachment of platelet CD40-ligand to endothelial, 
monocyte and B-cell CD40. Since thrombin formation and inflammatory 
stimulation set the stage for later tissue repair, complete abolition of 
such endothelial responses cannot be the goal of clinical interventions 
aimed at limiting procoagulatory , prothrombotic actions of a dysfunctional 
vascular endothelium. 
SO zeitschrift fur Kardiologie, (2000) 89/3 (160-167). 
Refs: 54 

ISSN: 0300-5860 CODEN: ZKRDAX 
AB The vascular endothelium influences not only the three classical ly 

interacting components of hemostasis: the vessel, the blood platelets and 
the clotting and fibrinolytic systems of plasma, but also the natural 
sequelae: inflammation and tissue repair. Two principal modes of 
endothelial behaviour may be differentiated, best defined as an anti- and 
a prothrombotic state, under physiological conditions endothelium mediates 
vascular dilatation (formation of NO, PGI2, adenosine, hyperpolansing 
factor), prevents platelet adhesion and activation (p^duction of 
adenosine, NO and PGI2, removal of ADP), blocks thrombin formation ( 

***ti ssue*** ***factor*** ***pathway*** ***i nhi bi tor*** , 
activation of protein c via thrombomodulin, activation of antithrombin 
III) and mitigates fibrin deposition (t- and scuplasminogen activator 
production). Adhesion and transmigration of inflammatory leukocytes are 
attenuated, e.g. by NO and IL-10, and oxygen radicals are efficiently 

***scavenged*** (urate, NO, glutathione, SOD). When the endothelium is 
physically disrupted or functionally perturbed by postishemic 
reperfusion, acute and chronic inflammation, atherosclerosis, diabetes and 
chronic arterial hypertension, then completely opposing actions pertain. 
This prothrombotic, proinflammatory state is characterised by 
vasoconstriction, platelet and leukocyte activation and adhesion 
(externalisation, expression and upregulation of von willebrand tactor, 
platelet activating factor, P-selectin, ICAM-1, IL : 8,.MCP-1, TNFa, etc.), 
promotion of thrombin formation, coagulation and fibrin deposition at the 
vascular wall (expression of tissue factor, PAI-1, phosphatidyl serine, 
etc.) and, in platelet-leukocyte coaggregates, additional inflammatory 
interactions via attachment of platelet CD40-ligand to endothelial, 
monocyte and B-cell CD40. Since thrombin formation and inflammatory 
stimulation set the stage for later tissue repair, complete aboliticm of 
such endothelial responses cannot be the goal of clinical interventions 
aimed at limiting procoagulatory, prothrombotic actions of a dysfunctional 
vascular endothelium. 
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Tl Histopathology and pathogenesis of plaque instability and thrombus 
formation. 

AU zaman A.G.; Helft G. ; Osende 3.1.) Fuster v.; Badimon J.J. 

cs J.J. Badimon, Cardiovasc. Biol. Res, Laboratory, z./M. A. Wiener 

Cardiovasc. Inst., Mount Sinai School of Medicine, New York, NY 10029, 

united States 
SO Drugs of Today, (1999) 35/8 (641-656). 

Refs: 70 

ISSN: 0025-7656 CODEN: MDACAP 
CY Spain 

DT journal; General Review 

FS 018 cardiovascular Diseases and cardiovascular Surgery 
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AB our" 1 knowledge of the pathogenesis of plaque instability has undergone 

profound changes in recent years. Research in this field has been driven 
by the fact that atherosclerosis and its thrombotic complications continue 
to be the major cause of mortality and morbidity throughout the m 
industrialized world. The different types of atherosclerotic lesions, 
mechanisms of atherosclerotic progression, plaque vulnerability and 
rupture are now better understood. This has led to evoluticm ot 
therapeutic strategies designed to stabilize atherosclerotic plaque and to 
reduce progression. Furthermore, knowledge of mechanisms leading to 
thrombosis after plaque rupture have led to the development of w 
antithrombotic strategies to prevent and reduce complications arising from 
such an event. This review will describe the histopathology and 
pathogenesis leading to plaque instability, the factors associated with 
subsequent rupture and assess the role of thrombosis in the progression of 
atherosclerotic disease, we will focus on current therapeutic strategies 
to identify and reduce vulnerable plaques and speculate on future areas 
for research. 

SO Drugs of Today, (1999) 35/8 (641-656). 
Refs: 70 

ISSN: 0025-7656 CODEN : MDACAP 
CT Medical Descriptors: 

^atherosclerotic plaque: DT, drug therapy 
^atherosclerotic plaque: ET, etiology 
^atherosclerotic plaque: PC, prevention 
*thromboqenesis 

atherosclerosis: DT, drug therapy 

atherosclerosis: ET, etiology 

atherosclerosis: PC, prevention 

disease classification 

risk factor 

smoking 

pathogenesis 

histopathology 

hormone substitution 

human 

review 

Drug Descriptors: 

antilipemic agent: CB, drug combination 
antilipemic agent: DT, drug therapy 
antilipemic agent: PD, pharmacology 

***antioxidant: CB, drug combination*** 

***antioxidant: DT, drug therapy*** 
alpha tocopherol: DT, drug therapy 
gamma tocopherol: DT, drug therapy 
tocopherol derivative: DT, drug therapy 
ascorbic acid: DT, drug therapy t 

dipeptidyl carboxypeptidase inhibitor: DT, drug therapy 

quinapril: DT, drug therapy 

estrogen: CB, drug combination 

medroxyprogesterone: CB, druq combination 

antibiotic agent: DT, drug therapy 

macrolide: DT, drug therapy 

beta adrenergic receptor blocking agent: DT, drug therapy 
anticoagulant agent: DT, drug therapy 
heparin: DT, drug therapy 
warfarin: DT, drug therapy 

low molecular weight heparin: DT, drug therapy 
antithrombin: DT, drug therapy 
acetyl salicylic acid: DT, drug therapy 
ticlopidine: DT, drug therapy 



RN 



clopidogrel : DT, drug therapy 

fibrinogen receptor antagonist: DT, drug therapy 

***tissue factor pathway inhibitor: DT, drug therapy*** 
blood clotting factor 10a inhibitor: DT, drug therapy 
tick anticoagulant peptide: DT, drug therapy 

(alpha tocopherol) 1406-18-4, 1406-70-8, 52225-20-4 58-95-7 59-02-9; 
(gamma tocopherol) 7616-22-0; (ascorbic acid) 134-03-2, 15421-15-5, 
50-81-7; (quinapril) 82586-55-8, 85441-61-8; (medroxyprogesterone) 
520-85-4; (heparin) 37187-54-5, 8057-48-5, 8065-01-8, 9005-48-5; 
(warfarin) 129-06-6, 2610-86-8, 3324 : 63-8, 5543-58-8, 81-81-2; 




116638-34-7 
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Ti Requlation of tissue factor initiated thrombin generation by the 
stoichiometric inhibitors. ***tissue*** ***factor*** 

***pathway*** ***inhibitor*** , anti thrombi n-lll, and heparin 
cofactor-ii. 

au van't veer c; Mann K.G. . . , , „ i- * 

CS K.G. Mann, Department of Biochemistry, University of Vermont, Burlington, 

VT 05405-0068, United States , 
SO Journal of Biological Chemistry, (1997) 272/7 (4367-4377). 

ISSN : 0021-9258 CODEN: JBCHA3 
cy united states 
DT Journal; Article 
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LA English 

AB The 1 effects of the stoichiometric inhibitors ***tissue*** 

actor*** ***pathway*** ***inhibitor*** (TFPI) , anti thrombin. 
Ill (AT-III) and heparin cofactor-ll (HC-II) on thrombin generation were 
evaluated in a reaction system composed of coagulation factors Vila, x, 
ix viii, and v and prothrombin initiated by tissue factor (TF) and 
phospholipids, initiation of the reaction in the absence of inhibitors 
resulted in explosive thrombin generation for factor Vila. cntdot.TF 
concentrations varying from 100 to 0.25 pM with the lag time or initiation 
phase of thrombin generation increasing from 0 to 180 s with decreasing 
factor Vila. cntdot.TF concentrations. During the propagation phase, 
prothrombin is quantitatively activated to 1.4 .mu.M .alpha. -thrombin. At 
normal plasma concentration (2.5 .mu.M) full-length recombinant TFPI 
prolonged the initiation phase of thrombin generation 2-fold, and the rate 
of thrombin generation in the propagation phase of the reaction was 25- 50/o 
that of the uninhibited reaction when the reaction was initiated with 
1 25-20 DM factor Vila. cntdot.TF. Inhibition of the reaction by TFPI is 
associated with a delay in factor v activation, in the presence of tfpi no 
explosive thrombin generation was observed when factor viii was omitted 
from reactions initiated by factor Vila cntdot.TF concentrations 

ltoreq.20 pM. This indicates that in the presence of TFPI the factor 
ixa.cntdot. factor Vina pathway becomes essential at low factor 
Vila cntdot.TF concentrations, in the reconstituted system, at-iii (3.4 

mu M) did not prolong the initiation phase of thrombin generation when 
the' reaction was initiated with 1.25 pM factor Vila. cntdot.TF, nor did 
at-iii delay factor v activation. The rate of thrombin formation in the 
presence of at-iii was reduced to 30% that of the uninhibited reaction, 
and the .alpha. -thrombin formed was rapidly inhibited subsequent to its 
generation. The addition of HC-II alone at its physiological concentration 
(1 38 .mu.M) to the procoagulant mixture did not alter the rate or extent 
of 'thrombin generation, subsequently, the thrombin formed was slowly 
inhibited by HC-II. The slow inactivation of thrombin by HC-II does not 
contribute to thrombin inhibition in the presence of AT-III. In contrast, 
the combination of physiological levels of AT-III and TFPI inhibited 
explosive thrombin generation initiated by 1.25 pM factor Vila. cntdot.TF 
completely. The absence of prothrombin consumption indicated that the 
combination of tfpi and AT-III is able to pre vent the formation of 
prothrombinase activity at low factor Vila. TF concentrations. The data 
indicate that TFPI potentiates the action of AT-III by decreasing the rate 
of formation and thus the amount of catalyst formed in the reaction, 
enabling at-iii to effectively ***scavenge*** the limited traces of 
factor ixa and factor xa formed in the presence of tfpi. The initiation of 
thrombin generation by increasing factor Vila. cntdot.TF concentrations in 



the presence of physiological concentrations of TFPI and AT-m showed 
dramatic changes in the maximal rates of thrombin generation over small 
changes in initiator concentration. These data demonstrate that 
significant thrombin generation becomes a 1 threshold-limited event with 
regard to the initiating factor Vila. cntdot .TF concentration in the 
presence of TFPI and AT-m. . 

Tl Regulation of tissue factor initiated thrombin generation by the 
stoichiometric inhibitors ***tissue*** ***factor*** 

***pathway*** ***inhibi tor*** , antithrombin-lll, and heparin 
cofactor-Il. , _ 

so Journal of Biological chemistry, (1997) 272/7 (4367-4377). 
Ref s " 44 

ISSN: 0021-9258 CODEN: JBCHA3 
ab The effects of the stoichiometric inhibitors ***tissue*** 

***factor*** ***pathway*** ***inhibitor*** (TFPI), antitnrombin. 
in (at-iii) and heparin cofactor-li (HC-li) on thrombin generation were 
evaluated in a reaction system composed of coagulation factors Vila, x, 
IX, VIII, and v and prothrombin initiated by tissue factor (TF) and 
phospholipids, initiation of the reaction in the absence of inhibitors 
resulted in explosive thrombin generation for factor Vila. cntdot .TF 
concentrations varying from 100 to 0.25 pM with the lag time or initiation 
phase of thrombin generation increasing from 0 to 180 s with decreasing 
factor Vila. cntdot. TF concentrations. During the propagation phase, 
prothrombin is quantitatively activated to 1.4 .mu.M .alpha. -thrombin. At 
normal plasma concentration (2.5 .mu.M) full-length recombinant TFPI 
prolonged the initiation phase of thrombin generation 2-fold, and the rate 
of thrombin generation in the propagation phase of the reaction was 25-50/6 
that of the uninhibited reaction when the reaction was initiated with 
1.25-20 pM factor Vila. cntdot. TF. inhibition of the reaction by TFPI is 
associated with a delay in factor v activation. In the presence of tfpi no 
explosive thrombin generation was observed when factor viil was omitted 
from reactions initiated by factor Vila. cntdot. TF concentrations 
.ltoreq.20 pM. This indicates that in the presence of TFPI the factor 
ixa. cntdot. factor Villa pathway becomes essential at low factor 
Vila. cntdot. TF concentrations. In the reconstituted system, at-iii C3.4 
.mu.M) did not prolong the initiation phase of thrombin generation when 
the reaction was initiated with 1.25 pM factor Vila. cntdot .TF, nor did 
at-iii delay factor V activation. The rate of thrombin formation in the 
presence of AT-III was reduced to 30% that of the uninhibited reaction, 
and the .alpha. -thrombin formed was rapidly inhibited subsequent to its 
generation. The addition of HC-H alone at its physiological concentration 
(1.38 .mu.M) to the procoagulant mixture did not alter the rate or extent 
of thrombin generation. Subsequently, the thrombin formed was slowly 
inhibited by HC-II. The slow inactivation of thrombin by HC-II does not 
contribute to thrombin inhibition in the presence of AT-III. In contrast, 
the combination of physiological levels of AT-III and TFPI inhibited 
explosive thrombin generation initiated by 1.25 pM factor Vila. cntdot. TF 
completely. The absence of prothrombin consumption indicated that the 
combination of TFPI and AT-III is able to pre vent the formation of 
prothrombinase activity at low factor Vila. TF concentrations. The data 
indicate that tfpi potentiates the action of at-iii by decreasing the rate 
of formation and thus the amount of catalyst formed in the reaction, 
enabling AT-III to effectively ***scavenge*** the limited traces of 
factor ixa and factor Xa formed in the presence of tfpi. The initiation of 
thrombin generation by increasing factor Vila. cntdot. TF concentrations in 
the presence of physiological concentrations of TFPI and AT-m showed 
dramatic changes in the maximal rates of thrombin generation over small 
changes in initiator concentration. These data demonstrate that 
significant thrombin generation becomes a 'threshold-limited event with 
regard to the initiating factor Vila. cntdot. TF concentration in the 
presence of TFPI and AT-III. 
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Tl influences of lipid-modifying agents on hemostasis. 
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ISSN: 0920-3206 CODEN: CDTHET 
CY United states 
DT Journal; General Review 
fs 030 pharmacology 

037 Drug Literature index 
la English 
SL English 



AB Drugs affecting lipid metabolism may influence, to a variable extent, the 
hemostatic system, that is, platelet activation, fibrinogen, and 
fibrinolysis. These effects may or may not be linked to the activity ot 
these compounds on the lipid/lipoprotein profile. For this reason it may 
be important to consider the effects of hypolipidemic drugs on the 
different aspects of hemostasis, because this may allow a better 
understanding of their clinical use, as well as, eventually, a more proper 
selection in individual patients. Among the major lipid-lowering agents, 
fibric acids belong to a multi faceted series of abnormal fatty acids known 
to interact with a liver nuclear receptor, in turn activating fatty acid 
catabolism. a similar activity may be exerted by n- 3 fatty acids from 
fish, as well as by other chemically related or unrelated compounds. Among 
fibric acids all but gemfibrozil can reduce fibrinogen levels; this last 
drug can, however, apparently activate fibrinolysis. Among the selective 
cholesterol -lowering medications, both resins and HMG CoA reductase 
inhibitors may reduce, in some patients, over prolonged periods ot 
treatment, platelet sensitivity to major aggregants. This effect may be 
seen best with non-liver-selective agents (e.g., simvastatin), although 
recent data cast doubt on its constancy. A direct comparative evaluation 
of different HMG CoA reductase inhibitors on platelet aggregabi lity has 
never been carried out. These last drugs may also reduce the circulating 
levels of the ***tissue*** ***factpr*** . ***pathway*** . 

***inhibitor*** (tfpi) , transported by ldl in plasma, which is a 
potentially negative effect. A lipid-lowering molecule with 

***antioxidant*** activity, for example, probucol , may also possibly 
play a role in controlling platelet activation. Probucol was recently 
shown to reduce the excretion of thromboxane metabolites in patients with 
homocystinuria. The complex pattern of effects of this molecule may, 
however, also suggest other mechanisms. 

SO cardiovascular Drugs and Therapy, (1993) 7/5 (817-823). 
ISSN: 0920-3206 COD EN : CDTHET . 

AB Druqs affecting lipid metabolism may influence, to a variable extent, the 
hemostatic system, that is, platelet activation, fibrinogen, and 
fibrinolysis. These effects may or may not be linked to the activity ot 
these compounds on the lipid/lipoprotein profile. For this reason it may 
be important to consider the effects of hypolipidemic drugs on the 
different aspects of hemostasis, because this may allow a better 
understanding of their clinical use, as well as, eventually, a more proper 
selection in individual patients. Among the major li pi d-lowering agents 
fibric acids belong to a multi faceted series of abnormal fatty acids known 
to interact with a liver nuclear receptor, in turn activating fatty acid 
catabolism. A similar activity may be exerted by n- 3 fatty acids from 
fish as well as by other chemically related or unrelated compounds. Among 
fibric acids all but gemfibrozil can reduce fibrinogen levels; this last 
druq can, however, apparently activate fibrinolysis. Among the selective 
cholesterol -lowering medications, both resins and HMG coa reductase 
inhibitors may reduce, in some patients, over Prolonged periods of 
treatment, platelet sensitivity to major aggregants. This effect may be 
seen best with non-liver-selective agents (e.g., simvastatin), although 
recent data cast doubt on its constancy. A direct comparative evaluation 
of different HMG CoA reductase inhibitors on platelet aggregabi lity has 
never been carried out. These last drugs may also reduce the circulating 
levels of the ***tissue*** ***f actor*** , ***pathway*** . 

***inhibitor*** (tfpi), transported by LDL in plasma, which is a 
potentially negative effect. A lipid-lowering molecule with 

***antioxidant*** activity, for example, probucol, may also possibly 
play a role in controlling platelet activation. Probucol was recently 
shown to reduce the excretion of thromboxane metabolites in patients with 
homocystinuria. The complex pattern of effects of this molecule may, 
however, also suggest other mechanisms. 

L7 ANSWER 11 OF 27 EMBASE COPYRIGHT 2004 ELSEVIER INC. ALL RIGHTS RESERVED. 

on STN 
AN 93041186 EMBASE 
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AB The 1 inhibiting effect of standard heparin, CY216 and the ATlii-bi nding 
synthetic pentasaccharide on extrinsic and intrinsic thrombin generation 
were quantified by evaluating the decrease of the total amount of active 
thrombin appearing in plasma after triggering coagulation. Heparin as well 
as CY216 produced the same quantitative inhibition of extrinsic and 
intrinsic TGs whereas pentasaccharide inhibited more efficiently extrinsic 
TG. This pattern of inhibition was further confirmed on pure extrinsic or 
intrinsic coagulation respectively in factor IX- and factor vii-depleted 
plasmas. Furthermore, selective suppression of the anti : thrombin activity 
of CY216 by limited amounts of PF4 affected the intrinsic TG inhibition 
more markedly than the extrinsic one. it was concluded that anticoagulant 
activity produced mainly through thrombin ***scavenging*** leads to 
similar quantitative impairment of extrinsic and intrinsic coagulation, 
while selective ATlil-mediated factor xa inhibition results in a more 
marked effect against the extrinsic system. 

SO Thrombosis and Haemostasis, (1993) 69/2 (152-156+176). 

ISSN: 0340-6245 CODEN: THHADQ , , . . ,. 

AB The inhibiting effect of standard heparin CY216 and the ATlii-binding 
synthetic pentasaccharide on extrinsic and intrinsic thrombin generation 
were quantified by evaluating the decrease of the total amount of active 
thrombin appearing in plasma after triggering coagulation. Heparin as well 
as CY216 produced the same quantitative inhibition of extrinsic and , 
intrinsic tgs whereas pentasaccharide inhibited more efficiently extrinsic 
TG This pattern of inhibition was further confirmed on pure extrinsic or 
intrinsic coagulation respectively in factor IX- and factor vii-depleted 
plasmas. Furthermore, selective suppression of the anti : thrombin activity 
of CY216 by limited amounts of PF4 affected the intrinsic TG inhibition 
more markedly than the extrinsic one. It was concluded that anticoagulant 
activity produced mainly through thrombin . ***scavenging*** eads to 
similar quantitative impairment of extrinsic and intrinsic coagulation, 
while selective ATlil-mediated factor xa inhibition results in a more 
marked effect against the extrinsic system. 

ct Medical Descriptors: 
♦anticoagulation 
article 

blood clotting 
priority journal 
Drug Descriptors: 

♦antithrombin iii: EC, endogenous compound 
♦heparin: PD, pharmacology _ 
♦low molecular weight heparin: PD, pharmacology 
♦pentasaccharide: PD, pharmacology 
♦thrombin: EC, endogenous compound 

blood clotting factor 10a , ... 

***tissue factor pathway inhibitor: PD, pharmacology*** 
nadroparin: PD, pharmacology 
sr 90107: PD, pharmacology 
thrombin inhibitor 

thrombocyte factor 4: PD, pharmacology 
rn Unli?h 1 rombin d iii) 90170-80-2; (heparin) 37187-54-5 ,8057-48-5 -|f 5-01-8, 

***inhibitor*** ) 116638-34-7; (nadroparin) 104521-37-1; (thrombocyte 
factor 4) 37270-94-3, 69670-74-2 
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FI US 2002147184 20021010 
DT Utility; Patent Application - First Publication 
FS CHEMICAL 

APPLICATION 
CLMN 48 

ab The present invention provides compositions, therapeutic combinations and 
methods including: (a) at least one sterol absorption inhibitor; and (b) 
at least one blood modifier, which can be useful for treating vascular 
conditions and lowering plasma levels of sterols. 

CLMN 48 

PI 0^2002147184 Al 20021010 

ACLM( 27j> The composition according to claim 26. wherein the Factor Xa' 
Viohibiror ^ s selected from the group consisting of di substituted 
pyrazolines, di substituted triazolines, substituted n- 
((ami noi mi nomethyl ) phenyl) propyl amides , substi tuted n- 
((ami nomethyl )pheny i)propy 1 amides, ***tissue*** ***f actor*** 
***pathway*** ***inhibitor*** (TFPI), T ow molecul ai^-W£i qht 
heparins, heparinoids, benzi mi dazol i ne?7HrenzoXazol i nones , 
benzopiperazi nones, indanones, dibasic (amidinoaryl) propanoic acid 
deri vati ves , ami di nophenyl -pyrrol i di nes , ami di nopnenyl -pyrrol i nes , 
ami dinophenyl-isoxazoli dines, amidinoindoles, amidinoazoles , 
bis-arlysulfonylaminobenzamide derivatives, peptidic Factor Xa inhibitors 
affd^combi nations thereof. 
/42. ijhe compo sition according to claim 1. further comprising at least one 
y *>^aniii^xjfl^nt*** or vitamin. ~~~ 



L7 ANSWER 13 OF 27 IFIPAT COPYRIGHT 2004 IFI on STN 
AN 10193022 IFIPAT; IFIUDB; IFICDB 

TI ARTERY SMOOTH MUSCLE- AND VEIN SMOOTH MUSCLE-SPECIFIC PROTEINS AND USES 
THEREFOR; METHOD FOR SELECTIVELY DELIVERING AGENT TO ARTERIAL SMOOTH 
MUSCLE CELLS IN MAMMAL COMPRISING ADMINISTERING AGENT AND SUBSTANCE WHICH 
SELECTIVELY BINDS ARTERIAL SMOOTH MUSCLE CELL-SPECIFIC SURFACE MOLECULE 
SELECTED FROM EPHRIN FAMILY 

INF Anderson; David J., Atladena, CA, US 

Garcia-Cardena; Guillermo, Boston, MA, US 

Gimbrone; Michael A. 3R., Jamaica Plain, MA, US 

wang; Hai u. f Eldorado Hills, CA, US 
IN Anderson David J; Garcia-Cardena Guillermo; Gimbrone Michael A JR; Wang 

Hai U 

paf California institute of Technology, Pasadena, CA 
PA California Institute of Technology (13190) 

AG HAMILTON, BROOK, SMITH & REYNOLDS, P.C. , 530 VIRGINIA ROAD, P.O. BOX 

9133, CONCORD, MA 01742-9133, US 
PI US 2002136726 Al 20020926 
AI US 2001-988496 20011120 
PRAI US 2000-252009P 20001120 (Provisional) 
FI US 2002136726 20020926 
DT Utility; Patent Application - First Publication 

FS CHEMICAL 

APPLICATION 

GOVI (0002) The invention was supported by grant R37-HL51150 from the American 
Heart Association and grant P50-HL56985 from the National Heart, Lung and 
Blood institute. The Government has certain rights in the invention. 

CLMN 72 

GI 4 Figure(s) . 

fig. 1 is a diagram of the wild type locus of the EphrinB2 gene showing 

the Exon-1 structure. The filled box represents 5' untranslated region. 

The hatched box starts at the ATG, and includes the signal sequence. 

H=HindIll; X=xbal; N=Ncoi; E=EcoRl. 
fig. 2 is a diagram of the targeting vector used to disrupt the EphrinB2 

gene. 

FIG. 3 is a schematic representation of the mutated EphrinB2 locus. 

FIG. 4 is a bar graph indicating the binding activity to GPlephrin-B2 of 
EphB2Fc in the presence of hamster anti -ephrin-B2 hybridoma supernatants . 
AB Arterial and venous smooth muscle cells are molecularly distinct from the 
earliest stages of angiogenesis through to adulthood. This distinction is 
revealed by expression on arterial cells (e. g., arterial endothelial 
cells, arterial smooth muscle cells) of a transmembrane ligand, called 
EphrinB2 whose receptor EphB4 is expressed on venous cells. Targeted 
disruption of the EphrinB2 gene prevents the remodeling of veins from a 
capillary plexus into properly branched structures. Moreover, it also 
disrupts the remodeling of arteries, suggesting that reciprocal 
interactions between pre-specified arterial and venous cells are 
necessary for angiogenesis. Expression of EphrinB2 in arterial cells 
(e.g., arterial endothelial cells, arterial smooth muscle cells) can be 
used to advantage in methods for targeting agents and/or encoded 



polypeptides to arterial smooth muscle cells, altering angioqenesis, 
assessing the effect of agents on arterial smooth muscle cells, 
identifying arterial smooth muscle cells, isolating arterial smooth 
muscle cells and production of artificial vessels, for example. 
CLMN 72 4 Figure(s). 

FIG. 1 is a diagram of the wild type locus of the EphrinB2 gene showing 
the Exon-1 structure. The filled box represents 5' untranslated region. 
The hatched box starts at the ATG, and includes the signal sequence. 
H=Hindili; x=xbal; N=Ncoi; e=ecoRI. 

FIG, 2 is a diagram of the targeting vector used to disrupt the EphrinB2 
gene. 

fig. 3 is a schematic representation of the mutated EphrinB2 locus. 
FIG. 4 is a bar graph indicating the binding activity to GPiephrin-B2 of 
EphB2Fc in the presence of hamster anti-ephrin-B2 hybridoma supernatants. 
PI US 2002136726 Al 20020926 

ACLM 8. The method of claim 1 wherein said agent is selected from the group 
consisting of a cyclin Gl mutant polypeptide, a p27-pl6 chimeric 
polypeptide, a hepatocyte growth factor, a herpes simplex virus thymidine 
kinase polypeptide, a cytosine deaminase-5-flurocytosine polypeptide, a 
non-phosphorylatable retinoblastoma polypeptide, a chimeric pRb2/pl30 
polypeptide, a p21 polypeptide, a p27 polypeptide, a p53 polypeptide, a 
dominant negative H-ras polypeptide, an eNOS polypeptide, an iNOS 
polypeptide, a synthetic double-stranded nucleic acid with high binding 
affinity for E2F, an anti-sense oligonucleotide to p65, an anti-sense 
oligonucleotide to basic fibroblast growth factor, an active site 
inactivated factor Vila polypeptide, a recombinant ***tissue*** 
***factor*** ***pathway*** ***i nhibi tor*** , rapamycin, an 
***antioxidant*** , a glycoprotein lib/ilia receptor antagonist, a 
calcium channel blocker and a nitric oxide donor. 

44. The oligonucleotide of claim 42, wherein said second nucleic acid 
sequence encodes a polypeptide selected from the group consisting of a 
herpes simplex virus thymidine kinase polypeptide, a non-phosphorylatable 
retinoblastoma polypeptide, a cycl in-dependent kinase inhibitor 
polypeptide, a mutant cyclin Gl polypeptide, a nitric oxide synthase 
polypeptide, a growth arrest homeobox, vascular cyclo-oxygenase 
polypeptide, a thrombomodulin polypeptide, a vascular endothelial growth 
factor, a chimeric p27-pl6 polypeptide, a hepatocyte growth factor, a 
cytosine deaminase-5-flurocytosine polypeptide, a chimeric pRb2/pl30 
polypeptide, a p21 polypeptide, a p27 polypeptide, a p53 polypeptide, a 
dominant negative H-ras polypeptide, an eNOS polypeptide, an iNOS 
polypeptide, an active site inactivated factor Vila polypeptide and a 
***tissue*** ***f actor*** ***pathway*** ***i nhibi tor*** 
polypeptide. 

46. The method of claim 45 wherein said second nucleic acid sequence 
encodes a polypeptide selected from the group consisting of a herpes 
simplex virus thymidine kinase polypeptide, a non-phosphorylatable 
retinoblastoma polypeptide, a cyclin-dependent kinase inhibitor 
polypeptide, a mutant cyclin Gl polypeptide, a nitric oxide synthase 
polypeptide, a growth arrest homeobox, vascular cyclo-oxygenase 
polypeptide, a thrombomodulin polypeptide, a vascular endothelial growth 
factor, a chimeric p27-pl6 polypeptide, a hepatocyte growth factor, a 
cytosine deaminase-5-flurocytosine polypeptide, a chimeric pRb2/pl30 
polypeptide, a p21 polypeptide, a p27 polypeptide, a p53 polypeptide, a 
dominant negative H-ras polypeptide, an eNOS polypeptide, an iNOS 
polypeptide, an active site inactivated factor Vila polypeptide and a 
***tissue*** ***factor*** ***pathway*** ***inhibitor*** 
polypeptide. 

51. The method of claim 49, wherein said second nucleic acid sequence 
encodes a polypeptide selected from the group consisting of a herpes 
simplex virus thymidine kinase polypeptide, a non-phosphorylatable 
retinoblastoma polypeptide, a cyclin-dependent kinase inhibitor 
polypeptide, a mutant cyclin Gl polypeptide, a nitric oxide synthase 
polypeptide, a growth arrest homeobox, vascular cyclo-oxygenase 
polypeptide, a thrombomodulin polypeptide, a vascular endothelial growth 
factor, a chimeric p27-pl6 polypeptide, a hepatocyte growth factor, a 
cytosine deaminase-5-flurocytosine polypeptide, a chimeric pRb2/pl30 
polypeptide, a p21 polypeptide, a p27 polypeptide, a p53 polypeptide, a 
dominant negative H-ras polypeptide, an eNOS polypeptide, an iNOS 
polypeptide, an active site inactivated factor Vila polypeptide and a 
***tissue*** ***factor*** ***pathway*** ***inhibitor*** 
polypeptide. 

64. The method of claim 60, wherein said second nucleic acid sequence 
encodes a polypeptide selected from the group consisting of a herpes 
simplex virus thymidine kinase polypeptide, a non-phospnorylatable 
retinoblastoma polypeptide, a cyclin-dependent kinase inhibitor 
polypeptide, a mutant cyclin Gl polypeptide, a nitric oxide synthase 
polypeptide, a growth arrest homeobox, vascular cyclo-oxygenase 



polypeptide, a thrombomodulin polypeptide, a vascular endothelial growth 
factor, a chimeric p27-p 16 polypeptide, a hepatocyte growth factor, a 
cytosine deaminase-5-flurocytosine polypeptide, a chimeric pRb2/pl30 
polypeptide, a p21 polypeptide, a p27 polypeptide, a p53 polypeptide, a 
dominant negative H-ras polypeptide, an eNOS polypeptide, an iNOS 
polypeptide, an active site inactivated factor Vila polypeptide and a 
***ti ssue*** ***factor*** ***pathway*** ***i nhi bi tor*** 
polypeptide. 
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AB The invention provides methods for treating injuries to one or more 

internal structures of a subject by administering a drug delivery vehicle 
to an external surface of the injured structure. The drug delivery 
vehicle substantially adheres to the site of administration and provides 
for the release of a bioactive agent that reduces or prevents further 
injury to the internal structure by disease processes, such as 
hyperplasia. 
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ACLM 11. The method according to claim 1, wherein said intimal hyperplasia 
preventing agent is a member selected from antithrombotics, 
antiinflammatories, corticosteroids, anti microtubule agents, anti sense 
ol i gonucl eoti des , anti neopl aasti cs , ***anti oxi dants*** , 
antiplatelets, calcium channel blockers, converting enzyme inhibitors, 
cytokine inhibitors, growth factors, growth factor inhibitors, growth 
factor sequestering agents, fibrosis inhibitors, immunosuppressives, 
***tissue*** ***factor*** ***inhibitor*** , smooth muscle 
inhibitors, sulfated proteoglycans, superoxide dismutase mimics, NO, NO 
precursors and combinations thereof. 

40. The method according to claim 35, wherein said intimal hyperplasia 
preventing agent is a member selected from antithrombotics, 
antiinflammatories, corticosteroids, antimicrotubule agents, antisense 
oligonucleotides, anti neopl aasti cs, ***antioxi dants*** , 
antiplatelets, calcium channel blockers, converting enzyme inhibitors, 
cytokine inhibitors, growth factors, growth factor inhibitors, growth 
factor sequestering agents, fibrosis inhibitors, immunosuppressives, 
***tissue*** ***factor*** ***inhibitor*** , smooth muscle 
inhibitors, sulfated proteoglycans, superoxide dismutase mimics, NO, NO 
precursors and combinations thereof. 

57. The method according to claim 48, wherein said intimal hyperplasia 
preventing agent is a member selected from antithrombotics, 
antiinflammatories, corticosteroids, antimicrotubule agents, antisense 
ol i gonucl eoti des , anti neopl aasti cs , ***anti oxi dants*** , 
antiplatelets, calcium channel blockers, converting enzyme growth factor 
sequestering agents, cytokine inhibitors, growth factors, growth factor 
inhibitors, fibrosis inhibitors, immunosuppressives, ***tissue*** 

***factor*** ***inhibitor*** , smooth muscle inhibitors, sulfated 
proteoglycans, superoxide dismutase mimics, NO, NO precursors and 
combinations thereof. 
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TI Studies on the inflammatory-coagulant axis in the baboon response to E. 

coli: regulatory roles of proteins C, S, C4bBP and of inhibitors of tissue 
factor. 



au Taylor F B Jr 

cs cardiovascular Biology Research Program, Oklahoma Medical Research 

Foundation, Oklahoma City 73104. 
SO Progress in clinical and biological research, ***(i994)*** 388 175-94. 

Ref : 13 

Journal code: 7605701. ISSN: 0361-7742. 
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AB The baboon model of E. coli sepsis illustrates three concepts with respect 
to the host response and vascular endothelium. First, the endothelium is 
the primary target. E. coli sepsis is an acute inflammatory disease of 
the vascular endothelium. Second, the endothelium is not a passive 
target, initially it regulates both the inflammatory and coagulopathi c 
aspects of E. coli sepsis through membrane associated regulatory 
receptor/plasma protein assemblies including protein c/tnrombomodulin, 
activated protein C/protein S, C4bBP/protein S, ***tissue*** 

***factor*** ***pathway*** ***inhibitor*** /xa, antithrombin 
Ill/glycosaminoglycans . Third, when overridden by inflammatory events, 
the endothelium can change its anticoagulant phenotype and mount a massive 
procoagulant fibrinolytic counter-attack on its luminal side through the 
expression of tissue factor and release of tissue plasminogen activator. 
Fourth, again when overridden by inflammatory events, the endothelium can 
change its ***antioxidant*** phenotype and produce a "distal" tissue 
hypoxia on its abluminal side through induction of free radical generation 
and peroxidation of mitochondrial lipid membranes of those tissues with 
high metabolic rates, it has become increasingly clear that the so-called 
anticoagulant systems which act on the proximal factors of the clotting 
cascade (protein C, TFPI, AT-m, PGI2) also attenuate the amplification 
of the inflammatory response. Aspects of the mechanism by which this 
occurs are coming to light. This includes the attenuation of ll-6 
response by TFPI and the attenuation of the complement effects by 
C4bBP/PS. The specifics of these observations in the E. coli sepsis model 
will be reviewed. 

SO Progress in clinical and biological research, ***(i994)*** 388 175-94. 
Ref: 13 

Journal code: 7605701. ISSN: 0361-7742. 
AB The baboon model of E. coli sepsis illustrates three concepts with respect 
to the host response and vascular endothelium. First, the endothelium is 
the primary target. E. coli sepsis is an acute inflammatory disease of 
the vascular endothelium. Second, the endothelium is not a passive 
target. Initially it regulates both the inflammatory and coagulopathi c 
aspects of E. coli sepsis through membrane associated regulatory 
receptor/plasma protein assemblies including protein c/thrombomodulin, 
activated protein C/protein S, c4bBP/protein S, ***tissue*** 

***factor*** ***pathway*** ***i nhibi tor*** /xa, antithrombin 
Ill/glycosaminoglycans. Third, when overridden by inflammatory events, 
the endothelium can change its anticoagulant phenotype and mount a massive 
procoagulant fibrinolytic counter-attack on its luminal side through the 
expression of tissue factor and release of tissue plasminogen activator. 
Fourth, again when overridden by inflammatory events, the endothelium can 
change its ***antioxidant*** phenotype and produce a "distal" tissue 
hypoxia on its abluminal side through induction of free radical generation 
and peroxidation of mitochondrial lipid membranes of those tissues with 
high metabolic rates. It has become increasingly clear that the so-called 
anticoagulant systems which act on the proximal factors of the clotting 
cascade (protein c, TFPI, AT-m, PGI2) also attenuate the amplification 
of the inflammatory response. Aspects of the mechanism by which this 
occurs are coming to light. This includes the attenuation of il-6 
response by TFPI and the attenuation of the complement effects by 
C4bBP/PS. The specifics of these observations in the E. coli sepsis model 
will be reviewed. 
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Tl A baboon model for pregnancy-associated antigens (PAPP-A, PP5, PP14) . 
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AB By radioimmunoassays established on human derived antigens, PAPP-A, pp5 
and PP14 immunoreacti vi ty was detected in placental extracts and blood of 
pregnant baboons. None of the serial dilution curves suggested 
parallelism between respective human and baboon samples. Based on slopes 
of regressed logit-log transformed binding data, PAPP-A demonstrated the 
greatest degree of interspecies immunological crossreacti vi ty . PP14 
showed the least conservation of antigenic determinants. Physicochemical 
characterization on heparin, zinc ***chelate*** and bovine thrombin 
affinity matrices could not distinguish human from baboon-derived 
antigens, as in the human, baboon PAPP-A and PP5 were not detected in 
blood of male or non-pregnant animals. PP14 was detected in baboon 
follicular fluid, and only PP5 immunoreacti vity was measured in culture 
media of baboon embryos, of the three antigens, PAPP-A was detected in 
pregnant baboons at about 61 days gestation, that is, 4 weeks before PP5 
and PP14. with the exception of PP14 which attained peak concentration at 
118 days of pregnancy, PAPP-A and PP5 concentrations were greatest at 
term, in conjunction with physicochemical and immunological criteria, 
these physiological kinetics clearly support a role for developing a 
baboon model to serve for further studies into feto-maternal signals, 
particularly antigens such as papp-a and PP5. 

SO Archives of gynecology and obstetrics, ***(1990)*** 247 (2) 53-62. 
Journal code: 8710213. ISSN: 0932-0067. 

AB By radioimmunoassays established on human derived antigens, PAPP-A, PP5 
and PP14 immunoreacti vity was detected in placental extracts and blood of 
pregnant baboons. None of the serial dilution curves suggested 
parallelism between respective human and baboon samples. Based on slopes 
of regressed logit-log transformed binding data, PAPP-A demonstrated the 
greatest degree of interspecies immunological crossreacti vi ty. PP14 
showed the least conservation of antigenic determinants. Physicochemical 
characterization on heparin, zinc ***chelate*** and bovine thrombin 
affinity matrices could not distinguish human from baboon-derived 
antigens. As in the human, baboon PAPP-A and PP5 were not detected in 
blood of male or non-pregnant animals. PP14 was detected in baboon 
follicular fluid, and only PP5 immunoreactivity was measured in culture 
media of baboon embryos. Of the three antigens, PAPP-A was detected in 
pregnant baboons at about 61 days gestation, that is, 4 weeks before PP5 
and PP14. With the exception of PP14 which attained peak concentration at 
118 days of pregnancy, PAPP-A and PP5 concentrations were greatest at 
term, in conjunction with physicochemical and immunological criteria, 
these physiological kinetics clearly support a role for developing a 
baboon model to serve for further studies into feto-maternal signals, 
particularly antigens such as PAPP-A and PP5. 

CN 0 (Glycoproteins); 0 (Histocompatibility Antigens) ; 0 (Histocompatibility 
Antigens class I); 0 (PAEP protein, human); 0 (Pregnancy Proteins); 0 
(pregnancy-specific antigen, sheep); 0 ( ***tissue*** - ***factor*** - 

***pathway*** ***inhibitor*** 2) ; EC 3.4.24.- (Pregnancy-Associated 
Plasma Protein-A) 
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Tl immunofluorometric demonstration and quantification of placental protein 5 
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AB This time-resolved immunofluorometric assay (IFMA) developed for 



measurement of placental protein 5 (PP5) involves two antibodies: a 
monoclonal anti-PP5 antibody attached to a solid phase and an 
europium(m) ***chelate*** -labeled polyclonal anti-PP5 antibody as a 
. tracer. The measuring range is 0.05-100 micrograms/L and the detection 
limit is 20 times lower than that of a PP5 radioimmunoassay (RIA) 
performed with the same polyclonal antiserum. By IFMA, PP5 could be 
detected and quantified in all plasma and serum samples of nonpregnant and 
pregnant individuals, whereas PP5 was undetectable by RIA in serum of 
healthy men and nonpregnant women. The mean concentration of PP5 in sera 
from men was 0.43 micrograms/L (SD 0.13, range 0.19-0.75, n = 47) and in 
sera from nonpregnant women 0.49 micrograms/L (SD 0.19, range 0.20-0.90, n 
= 41). PP5 concentrations in serum showed no systematic variation during 
the menstrual cycle, in serum samples from 60 pregnant women the results 
obtained by IFMA and RIA correlated well (r = 0.97). 

SO Clinical chemistry, ***(1988 Aug)*** 34 (8) 1591-3. 
Journal code: 9421549. ISSN: 0009-9147. 

AB This time-resolved immunofluorometric assay (IFMA) developed for 

measurement of placental protein 5 (PP5) involves two antibodies: a 
monoclonal anti-PP5 antibody attached to a solid phase and an 
europium(lll) ***chelate*** -labeled polyclonal anti-PP5 antibody as a 
tracer. The measuring range is 0.05-100 micrograms/L and the detection 
limit is 20 times lower than that of a PP5 radioimmunoassay (RIA) 
performed with the same polyclonal antiserum. By IFMA, PP5 could be 
detected and quantified in all plasma and serum samples of nonpregnant and 
pregnant individuals, whereas PP5 was undetectable by RIA in serum of 
healthy men and nonpregnant women. The mean concentration of PP5 in sera 
from men was 0.43 micrograms/L (SD 0.13, range 0.19-0.75, n = 47) and in 
sera from nonpregnant women 0.49 micrograms/L (SD 0.19, range 0.20-0.90, n 
= 41). PP5 concentrations in serum showed no systematic variation during 
the menstrual cycle, in serum samples from 60 pregnant women the results 
obtained by IFMA and RIA correlated well (r = 0.97). 

CN 0 (Glycoproteins); 0 (Pregnancy Proteins); 0 ( ***tissue*** - 
***factor*** - ***patnway*** ***inhibitor*** 2) 
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*ABSTRACT IS AVAILABLE IN THE ALL AND IALL FORMATS* 

AB We have examined whether oxidized low-density lipoprotein (ox-LDL) 

affects the function of ***tissue*** - ***factor*** - ***pathway*** 
***inhibitor*** (TFPI) , an anti -coagulant regulator in the extrinsic 
pathway of coagulation, in cultured human umbilical vein endothelial cells 
(HUVEC). Treatment of culture medium of HUVEC with ox-LDL, but not with 
native or acetylated LDLs, drastically decreased the reactivity of TFPI to 
its antibody specific for Kunitz domain 1 or one specific for the 
conformation between Kunitz 1 and 2 of TFPI, and caused a rapid, 
concentration-dependent decrease in the functional activity of tfpi to 
inhibit Factor x activation, when 5 ng of recombinant TFPI (rTFPi) was 
mixed with 10 mug of ox-LDL for 30 min, almost all of the rTFPi was 
detected in the ox-LDL fraction and no free rTFPi was observed on 
non-denaturing PAGE, in contrast with the virtual absence of rTFPi in the 
native ldl fraction. Ox-LDL decreased the antigen level of TFPI in the 
lysate of HUVEC in a time-dependent manner. It did not affect the mRNA 
level, but ox-LDL-dependent reduction of the TFPI antigen level in HUVEC 
was reversed by the simultaneous treatment of ox-LDL with bafilomycin Al, 
an inhibitor of the lysosomal proton pump. These results indicate that 
ox-ldl lessens the anti -coagulant function of TFPI through both oxidative 
modification and accelerated degradation of the molecule outside and 
inside HUVEC respectively. 

Tl oxidized low-density lipoprotein impairs the anti -coagulant function of 
***tissue*** - ***factor*** - ***pathway*** ***inhibitor*** 



through 9xidative modification by its high association and accelerated 
degradation in cultured human endothelial cells 
SO BIOCHEMICAL JOURNAL, ( DEC 2000*** ) Vol. 352, Part 2, pp. 277-285. 

ISSN- S 02644o21 LAND PRESS ' 59 P ° RTLAND PLACE ' L0ND0N WlN 3AJ ' ENGLAND. 
AB we have examined whether oxidized low-density lipoprotein (ox-LDL) 

affects the function of ***tissue*** - ***factor*** - ***pathway*** 
**Mnhibitor*** (TFPI), an anti -coagulant regulator in the extrinsic 
pathway of coagulation, in cultured human umbilical vein endothelial cells 
(HUVEC). Treatment of culture medium of HUVEC with ox-LDL, but not with 
native or acetyl ated LDLs, drastically decreased the reactivity of TFPI to 
its^antibody specific for Kunitz domain 1 or one specific for the 
conformation between Kunitz 1 and 2 of tfpi, and caused a rapid, 
concentration-dependent decrease in the functional activity of TFPI to 
inhibit Factor x activation, when 5 ng of recombinant TFPI (rTFPl) was 
mixed with 10 mug of ox-LDL for 30 min, almost all of the rTFPl was 
detected in the ox-LDL fraction and no free rTFPl was observed on 
non-denaturing page, in contrast with the virtual absence of rTFPl in the 
native LDL fraction. ox-LDL decreased the antigen level of TFPI in the 
lysate of huvec in a time-dependent manner, it did not affect the mRNA 
level, but ox-LDL-dependent reduction of the TFPI antigen level in huvec 
was reversed by the simultaneous treatment of ox-LDL with bafilomycin Al, 
an inhibitor of the lysosomal proton pump. These results indicate that 
ox-LDL lessens the anti -coagulant function of TFPI through both oxidative 
modification and accelerated degradation of the molecule outside and 
inside HUVEC respectively. 
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Ti Measuring coagulation of blood for assessing the over-all coagulant 
properties of blood, comprises inhibiting activation of the intrinsic 
contact activation pathway of coagulation and activating the extrinsic 
coagulation pathway. 

DC B04 ; 16 

IN BENE XY, M J; MOSKOWITZ, K A; POST, D R; BENECKY, M; MOSKOWITZ, K; POST, D 
PA (BEN -I) BENECKY M 3; (MOSK-l) MOSKOWITZ K A; (POST-l) POST D R; (COAG-N) 

COAC L ATI ON DIAGNOSTICS INC 
CYC 10 

PI WO 002079375 Al 20021010 (200305)* EN 55<-- 

f W: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW MZ 
NL OA PT SD SE SL SZ TR TZ UG ZM ZW 
W: AE AG AL AM AT AU AZ BA BB BG BR BY BZ CA CH CN CO CR CU CZ DE DK 
DM DZ EC EE ES FI GB GD GE GH GM HR HU ID IL IN IS JP KE KG KP KR 
KZ LC LK LR LS LT LU LV MA MD MG MK MN MW MX MZ NO NZ OM PH PL PT 
RO RU SD SE SG SI SK SL TJ TM TN TR TT TZ UA UG UZ VN YU ZA ZM ZW 
US 2003064414 Al 20030403 (200325) 
AU 2002258643 Al 20021015 (200432) <-- 
ADT WO 2002079375 Al WO 2002-US9584 20020329; US 2003064414 Al Provisional US 

2001- 279737P 20010330, US 2002-107409 20020328; AU 2002258643 Al AU 

2002- 258643 20020329 

FDT au 2002258643 Al Based on WO 2002079375 

PRAI US 2001-279737P 20010330; US 2002-107409 20020328 

AN 2003-058418 [05] WPIDS 

AB WO 200279375 A UPAB: 20030121 

NOVELTY - Measuring coagulation of blood comprises inhibiting the 
activation of the intrinsic contact activation pathway of coagulation and 
activating the extrinsic activation pathway of coagulation. 

DETAILED description - Measuring coagulation of blood comprises: 

(a) obtaining blood from a mammal; 

(b) inhibiting in vitro activation of the intrinsic contact 
activation pathway of coagulation in the blood; 

(c) initiating activation of the extrinsic activation pathway of 
coagulation by contacting the blood with at least 1 pro-coagulant; and 

(d) measuring coagulation of the blood. 
independent claims are also included for: 

(1) a method for measuring the effectiveness of at least 1 
coagulation factor or coagulation inhibitor on the coagulation of blood, 
comprising: 

(a) obtaining blood from a mammal; 

(b) dividing the blood into at least two aliquots; 

(c) treating the first aliquot by: 

(i) inhibiting in vitro activation of the intrinsic contact 
activation pathway of coagulation; 



r^ n ,nlV- in i tiati ng activation of the extrinsic activation Dathwav nf 
coagulation by contacting the first aliquot with a pro-waSuftnt^ and 

Oil) measuring coagulation of the first aliquot: 9 ' 

(d) treating the second aliquot by: 

activ i^t&l^^u^?S V ?n t1 ;?t?o f ; tl,e intr1nSiC 
facto?o'r cwu£ioV?nhi„^; a " qUOt " 1th the " 1east 1 coagulation 
mam.iUP 1 1? 1 1:1 atl n 9 activation of the extrinsic activation Dathwav of 
P?SSSSll!nt; aSd taCtin9 the SeC ° nd aliqUOt W1 ' th at lea ^ " 

(iv) measuring coagulation of the second aliquot; and 
al, lots; ann9 coa 9 ulation measurements of the first and second 

co, ^act^^ ™T U ™ g 3 V6SSe1 th3t COntains a 

rel ^^J%^^£Z e Z^^ ent fro " a C ° nditi0n 
''i <„IVJ!1" 9 at 1 ? ast . t »o Mood samples from a patient; 

of c. ^ofSlhraSFStf.^ 1ntr1ns1c conta?t actiUl °" p« h -y 

)imtiatmg activation of the extrinsic activation Dathwav of 
iu ; non by contacting the blood samples with at lSi? l^JSaSulant; 

nht ' measuring coagulation of the blood (1 of the blood samples is 
obt d before administration of medical treatment or a suraical 

adr -SkriH i^ ther H bl °? d Samples are obtain ^ Siring Jf after 

adr ^ration of the medical treatment or the surgical procedure) 
>E - The methods are useful in rapidly assessing the over-ali 

us J 2r P Kf!:? es £ a pa ^' e 2 t,s bl °° d sample. Themethods are also 
mn inn ^l S ^l ng J he nsk 2 f a Patient for a thrombotic event and for 
me ?£„ J*ftt Ct ™^ 55 S f P r ?- c o a ?ulant/anticoagulant therapy The 

me can also be used to determine the effective dose of a particular 

pr gulant or anticoagulant medication. particular 

3 , ';'J! T i* E *h The P re f? nt method provides a rapid and simple in vitro 

re rlriL^ ^ er_a11 . coagulability of whole blood that is more 

t? ? if ihfrB h Xn 10l0g Z cal coa 9 ula tion cascade, unlike prior art 

tr s plasma, which does not contain activated platelets and 

PI WC )79375 Al 20021010 (200305)* EN 55 C12M001-34 <- 

5 OA p¥ S 5E Jf SZ TR g UG ZM ZW « « " " KE LS LU MC ™ MZ 

£ £ £ £ £ S £ gd S gh gm S Y E g 2 g g 5? g g ^P K 

RO SD ^ S « ^ xn ™ ^ MN MW MX MZ N0 NZ 0M PH PL PT 

US -S^4 SD tl 1^04 go? 2 ?) 71 TZ ^3^ W ~ ZM 2W 

AU 258643 Al 20021015 (200432) C12M001-34 <- 

^n' ^79375 Al WO 2002-US9584 20020329; us 2003064414 Al Provisional us 
2002 '543 7P 2002032 3 9 0, 2002 - 107409 20020328; AU 2002258643 Al AU 
AU 2 58643 Al Based on WO 2002079375 
I US 2001-279737?^ 2 g010330; US 2002-107409 20020328 

• looH° L ?hI h?n.H ~ BI0L ? GY "Preferred Method: in measuring coagulation of 
(eT'p?-t?c°o°r s?li^S? Z C ed ed gTlL h ) a SUrfaCe ° f ] ° W thro*Sgen1? activity 
S5l!!iS?2 activation of the intrinsic contact activation pathway of 
coagulation comprises contacting the blood with at least 1 contact 

SryS5b?rS? th S? y a i i; h ^iJ or « W ^J S a FactoV iSlblS? abactor 

?Sn trlolin inhn-h a 1 -or ll l kre ^-rt lbit0r - The Factor XIIa inhibitor is 
or a in? bind?5i ;2^h!" ^ Xl i 0 ^ } 0 Fac t° r . x * Ia . Cl-esterase inhibitor, 
an + ?h«5 I . i n 9, P e P tlde - The kallikrein inhibitor is aprotinin, an 
antibody to kallikrein, Ci-esterase inhibitor, or a kallikrein-bindina 
peptide. The pro-coagulant is Factor Vila, Factor ixa. Factor xa Factor 
Xia, viper venom li pi dated tissue factor, apo- tissue factor or 
recombinant soluble tissue factor. Factor Vila is added at a final 
concentration ranging from about 5-100 nanomoles/L in the blood. Factor 
Factor^a™ COmbinant Factor VIIa - natural Factor Vila, or li pi dated 

^ag^aiiIn a c5mp?iseS:° f intrinsic contact activation pathway of 
(a) contacting the blood with a surface having a low thrombogenic 
pvr^ 1ty ' or wlth .corn trypsin inhibitor (initiating activation of the 

Slth^irto^SEf ^Si"?^ °t c ° a 9 ula tion comprises contacting the blood 
with Factor vila, Factor ixa, Factor xa, Factor xia, viper venom, 



li pi dated tissue factor, apo-tissue factor, or recombinant soluble tissue 
factor) ; or 

(b) contacting the blood with aprotinin or Cl-esterase inhibitor 
Cimtiating activation of the extrinsic activation pathway of coagulation 
comprises contacting the blood with plasma or recombinant Factor Vila 
Factor ixa, Factor Xa, Factor xia, viper venom, thrombin, lipidated tissue 
factor, apo- tissue factor, or soluble recombinant tissue factor). 
The method further comprises: 

(a) adding at least 1 anti -platelet agent to the blood, where the 
antiplatelet agent is aspirin, nsaids, dipyridamole, ticlopidine, 
clopidogrel, adenosine, theophylline, or a glycoprotein lib/ilia 
antagonist; 

(b) comparing coagulation of the blood to reference data defining a ranqe 
of normal coagulation; or y 

(c) comparing coagulation of the blood to coagulation of a control sample 
factor°or r ?nhibitor) treated with a known amount of a coagulation 

inhibition of the intrinsic contact activation pathway occurs concurrently 
with activation of the extrinsic activation pathway. The blood has not 
been treated to prevent clotting, or has been citrated and recalcified. 
Factor xia inhibitor is an antibody to factor xi, Cl-esterase inhibitor 
or a Factor xia-binding P e Ptide, where the antibody is a monoclonal 
antibody. The glycoprotein iib/uia antagonist is abciximab, eptifibatide 
or tirofiban. A coagulation inhibitor is administered to the mammal before 
the blood is obtained, where the coagulation inhibitor is low molecular 
weight heparin, ufh, pentasaccharide, a direct thrombin inhibitor, a 
direct factor Xa inhibitor, a ***tissue*** ***f actor*** 

***pat,-,vay*** ***inhibitor*** , a Factor ix inhibitor, activated 
protein < , or atiii. 

Measurin., the effectiveness of at least 1 coagulation factor or 
coagulation inhibitor on coagulation of a blood sample, comprises: 

(a) ?bta nng a first blood sample from a mammal; 

(b) inhibiting activation of the intrinsic contact activation pathway of 
coagulai on; 

(c) init ating activation of the extrinsic activation pathway of 
coagulation by contacting the first blood sample with a pro-coagulant 

agent J 

(d) mea- ring coagulation of the first blood sample; 

(e) obt ning a second blood sample from the mammal; 

(f; irv iting activation of the intrinsic contact activation pathway of 

coagul on ; J 

(g) co cting the second blood sample with at least 1 coagulation factor 
or inh tor; 

(h) in; ating activation of the extrinsic pathway of coagulation by 
contact .r.g a the second blood sample with at least 1 pro-coagulant; 
0) measuring coagulation of the second blood sample; and 

<j) comparing coagulation measurements of the first and second blood 
samples . 

Coagulation factor or coagulation inhibitor is administered to the mammal 
before the second blood sample is obtained. The method further comprises: 
(a; adjusting the concentration of at least 1 coagulation factor or 
coagulation inhibitor in the mammal after the coagulation measurements are 
compared; or 

(b) administering at least 1 second coagulation factor or coagulation 
inhibitor to the mammal after the coagulation measurements are compared. 
The blood has not been treated to prevent clotting, or has been citrated 
and recalcified. The pro-coagulant is lipidated tissue factor and the 
contact activation pathway inhibitor is aprotinin. The ***tissue*** 
***factor*** ***pathway*** ***inhibi tor*** is tfpi, viiai , 
tnapc2, anti-tissue factor monoclonal antibody, soluble AA mutated tissue 
tactor, or Coumadin. The Factor IX inhibitor is an anti -Factor ix 
monoclonal antibody or Fixai . 

Preferred Apparatus: The vessel is an evacuated tube. The apparatus 
further comprises a Ca2+ ***chelator*** . 
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Ti composition useful for e.g. treating vascular conditions (hyperl ipidemia) , 
diabetes, obesity or lowering a concentration of a sterol in plasma of a 
mammal, comprises sterol absorption inhibitor and blood modifier 

DC B03 B05 

IN KOSOGLOU, T; RESS, R J; STRONY, 3; VELTRI, E P; STRONY, J T 
PA (SCHE) SCHERING CORP 
CYC 98 

PI WO 2002058734 A2 20020801 (200269)* EN 103<-- 
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US 2002147184 
EP 1353694 

R: AL AT E 

R0 SE SI TR 
NO 2003003357 A 20030925 (200373) 
SK 2003000950 A3 20031201 (200404) 
BR 2002006639 A 20040225 (200416) 
HU 2003003917 A2 20040301 (200422) 
AU 2002237927 Al 20020806 (200427) <-- 
CZ 2003002039 A3 20040114 (200429) 
JP 2004517920 W 20040617 (200440) 192 
KR 2004025890 A 20040326 (200446) 
ADT WO 2002058734 A2 WO 2002-US2013 20020125; US 2002147184 Al Provisional US 

2001- 264275P 20010126, Provisional US 2001-264396P 20010126, Provisional 
US 2001-264600P 20010126, Provisional US 2001-324123P 20010921, US 

2002- 56680 20020125; EP 1353694 A2 EP 2002-704233 20020125, WO 2002-US2013 
20020125; NO 2003003357 A WO 2002-US2013 20020125, NO 2003-3357 20030725; 
SK 2003000950 A3 WO 2002-US2O13 20020125, SK 2003-950 20020125; BR 
2002006639 A BR 2002-6639 20020125, WO 2002-US2013 20020125; HU 2003003917 
A2 WO 2002-US2013 20020125, HU 2003-3917 20020125; AU 2002237927 Al AU 

2002- 237927 20020125; CZ 2003002039 A3 WO 2002-US2013 20020125, CZ 

2003- 2039 20020125; HP 2004517920 W JP 2002-559068 20020125, WO 
2002-US2013 20020125; KR 2004025890 A KR 2003-709794 20030724 

FDT EP 1353694 A2 Based on WO 2002058734; SK 2003000950 A3 Based on WO 

2002058734; BR 2002006639 A Based on WO 2002058734; HU 2003003917 A2 Based 
on WO 2002058734; AU 2002237927 Al Based on WO 2002058734; CZ 2003002039 
A3 Based on WO 2002058734; 3P 2004517920 w Based on WO 2002058734 

PRAI US 2001-324123P 20010921; US 2001-264275P 20010126; 

US 2001-264396P 20010126; US 2001-264600P 20010126; 

US 2002-56680 20020125 

AN 2002-643334 [69] WPIDS 

CR 2002-643328 [69]; 2002-643332 [69]; 2002-643333 [69]; 2002-691526 [74] 
AB WO 200258734 A UPAB: 20040720 

NOVELTY - A composition comprises at least one sterol absorption inhibitor 
and at least one blood modifier. 

ACTIVITY - Antilipemic; Antidiabetic; Anorectic; Anti arteriosclerotic; 
Hypotensive; Antiinflammatory; Cerebroprotective; Antianginal; Cardiant; 
Anticoagulant. 

MECHANISM OF ACTION - sterol absorption inhibitor; Platelet function 
inhibitor. 

USE - For the treatment or prevention of vascular condition 
(hyperlipidemia) , diabetes, obesity or lowering a concentration of a 
sterol in plasma of a mammal (all claimed). Also for treating 
atherosclerosis, hypercholesterolemia, hypertriglyceridaemia, 
sitosterol emi a, vascular inflammation, hypertension, angina, cardiac 
arrhythmias or stroke. 

ADVANTAGE - By using combination therapy, the side effects of 
individual compounds can be reduced compared to monotherapy, which 
improves patient compliance and provides a broader range of complimentary 
effects or modes of action. 
Dwg . 0/0 

PI WO 2002058734 A2 20020801 (200269)* EN 103 A61K045-06 <— 

RW: AT BE CH CY DE DK EA ES FI FR GB GH GM GR IE IT KE LS LU MC MW MZ 
NL OA PT SD SE SL SZ TR TZ UG ZM ZW 
W: AE AG AL AM AT AU AZ BA BB BG BR BY BZ CA CH CN CO CR CZ DE DK DM 
DZ EC EE ES FI GB GD GE HR HU ID IL IN IS JP KG KR KZ LC LK LR LT 
LU LV MA MD MG MK MN MX MZ NO NZ PH PL PT RO RU SE SG SI SK SL TJ 
TM TN TR TT TZ UA UZ VN YU ZA ZM 
US 2002147184 Al 20021010 (200269) A61K031-397 <— 

EP 1353694 A2 20031022 (200370) EN A61K045-06 

R: AL AT BE CH CY DE DK ES FI FR GB GR IE IT LI LT LU LV MC MK NL PT 
RO SE SI TR 

NO 2003003357 A 20030925 (200373) A61K045-06 
SK 2003000950 A3 20031201 (200404) A61K045-06 
BR 2002006639 A 20040225 (200416) A61K045-06 
HU 2003003917 A2 20040301 (200422) A61K045-06 
AU 2002237927 Al 20020806 (200427) A61K045-06 <-- 

CZ 2003002039 A3 20040114 (200429) A61K045-06 
JP 2004517920 W 20040617 (200440) 192 A61K045-06 

KR 2004025890 A 20040326 (200446) A61K031-397 
ADT WO 2002058734 A2 WO 2002-US2013 20020125; US 2002147184 Al Provisional US 



nc°on^ 4 ^5L2 001 2 126 ' Provisional US 2001-264396P 20010126, provisional 
^°£y£ 4 S 00p 20010126, Provisional US 2001-324123P 20010921 US 

20020125; EP 1353694 A2 EP 2002-704233 20020125, WO 2002-US2013 
c9°^^^? rt 2003003357 A W0 2002-US2013 20020125, NO 2003-3357 20030725- 
o^S? 0 , 950 A3 W0 2002-US2013 20020125, SK 2003-950 20020125 br 
2002006639 A BR 2002-6639 20020125, WO 2002-US2013 20020125; HI) 2003003917 
A L^°J2^- US2013 20020125, HU 2003-3917 20020125; AU 2002237927 Al AU 
2002-237927 20020125; CZ 2003002039 A3 WO 2002-US2013 20020125, CZ 
^P, 3 , -203 ^, 20020125 ^ JP 2004517920 W 3P 2002-559068 20020125, WO 

^ 2002 ;^2013 20020125; KR 2004025890 A KR 2003-709794 20030724 

oAA^ro^ff A2 B ? sed on wo 2002058734; SK 2003000950 A3 Based on WO 
2002058734; BR 2002006639 A Based on WO 2002058734; HU 2003003917 A2 Based 
on WO 2002058734; AU 2002237927 Al Based on WO 2002058734; CZ 2003002039 

DDAT A J ?^f d ,S!J^? 2002058734; 3P 2004517920 W Based on WO 2002058734 

PRAI US 2001-324123P 20010921; US 2001-264275P 20010126- 

US 2001-264396P 20010126; US 2001-264600P 20010126 : 

US 2002-56680 20020125 

TECH UPTX: 20040429 

technology FOCUS - organic CHEMISTRY - Preferred Compound: The sterol 
absorption inhibitor is of formula (I), (II) , (viia) , (viib) , salts, 
solvates, prodrugs or their isomers. 
U = Ar2, Ar'2, Ar2, Ar'3, Ar2; 

u = Ar3, Ar'3, phenyl (substituted by A' and R19), Ar'2, a-b", phenyl 
(substituted by -o-G and at position 2 by R26) or phenyl (substituted by 
Rib) ; 

)i'L = Z P- (C ^ r N CR2)(R3) ," Yn_(<:) 9^ R X R:L )- Xm - Arl . Zp-C(R , 1)(R'2)-Yq'-A-Ar , l, 

Q-Rl-Arl, S(0)r-Yn'-(C)q 1 (R)to-xm'-Ar'l I Q'-Rl-Arl or Q-CH(OR" 1)-Ar 'i ; 

Arl and Ar2 = aryl (optionally mono- to penta-substituted by R4) ; 

Ar3 = aryl (optionally mono- to penta-substituted by R5) ; 

X, Y and Z = CH2, CH(lower alkyl) or C(dilower alkyl); 

R, R2 and R'l = OR6, 0(co)R6, 0(CO)OR9 or 0(CO)NR6r7; 

Rl, R3 and R'2 = H, lower alkyl or aryl; 

q, r, s and v = 0 or 1; 

m, n, p and h = 0 - 4; 

m+n+p+q+r and f+g =1-6; 

m+n+q, f, j, k and j+k+v =1-5; 

R4 = T, lower alkyl, -o(CH2)l-50R6, NR6S02R9, COOR6, S(O)0-2r9, CF3, CN 
N02 or ha to; 

R5 = T, OCCH2)l-50R6, NR6S02R9, COOR6 or -S(O)0-2R9; 

T 1, 0Rg . -°(CO)R6, -0(CO)OR9, -0(C0)NR6r7, -NR6R7, -NR6(CO)R7, 

"n^S^° R nAo;,^^ CO) ^ R7R8 ' -CP NR6R7 . -COR6, -S02NR6R7, O(CH2)110-COOR6, 

-O(CH2)l-10CONR6R7, -(lower alkyl ene)COOR6 or -CH=CH-COOR6; 

R6 - R8 = lower alkyl (optionally substituted by aryl), H or aryl; 

R9 = lower alkyl (optionally substituted by aryl) or aryl; 

Ar'l = aryl (mono- to tri- substituted by R'3); 

Ar 2 = aryl (mono - to tri-substituted by R'4); 

Ar 3 = aryl (mono- to tri-substituted by R'5); 

A = o, s, S(O) or -S(o)2; 

R'l+R'2 = =0; 

q' and d = 1 - 3; 

R '5= T, -0(CH2)1-50R9, NR6so2-lower alkyl, NR6S02-aryl, s(O)0-2-alkyl , 
S(o)0-2-aryl, o-halogen, m-halogen, o-lower alkyl and m-lower alkyl; 
R 3 and R 4 = r 5, H, p-lower alkyl, aryl, N02, cf3 or p-halogen; 
A = heterocycloalkyl , heteroaryl , benzofused heterocycloal kyl or 
benzofused heteroaryl (all mono- to tri-substituted by R2) ; 
Arl = aryl (optionally mono- to tri-substituted by R3) ; 
Ar2 = aryl (optionally mono- to tri-substituted by R4) ; 
Q = a bond or a group of formula (la); 

Rl = (CH2)q (CH2)e-G-(CH2)r\ (2-6C) alkenylene-, -(CH2)f-v-(CH2)g or Al; 
q = 2 - 6; 

G = o, C(O), phenylene, NR8 or S(O)0-2; 

e, r' , g, m' and n' = 0 - 5; 

e+r\ q, a', b', d\ a'+b'+d' and s' = 0 - 6; 

V = 3-6C cycloalkylene; 

R L = Ci l' C(1-6C alkyl), CF, C(OH), C(C6H4-R'9), N or N+0-; 

alkyl)=CH- = CH2 ' CHC1_6C alk y 1 >' C(di-(1-6C) alkyl), CH=CH or c(l-6c 

R5+R'6 and R5+R'7 = CH=CH or ch=c(1-6c alkyl)- 
a, b, u, v, t, r' , n, a and b = 0 - 3; 
M = O, S, S(O) or s(0)2; 

X -!a Y '/o d , Z ' = ^ 2l CHC1-6C alkyl) or C(di-(1-6C) alkyl); 
R10 and R12 = OR14, 0(C0)R14, 0(CO)OR16 or 0(CO)NRl4Rl5 ; 
Rll and R13 = H, 1-6C alkyl or aryl; 
R10+R11 and R12+R13 = =0; 

R2 - aryl, benzyl, benzyl oxy or aryloxy (all mono- to tri-substituted by 



R17), H, 1-10C alkyl, 2-10C alkenyl, 2-10C alkynyl, 3-6C cycloalkyl, 3-6c 
cycloalkenyl , halogen, NR14R15, NR14R15(1-6C alkylene), NR14R15C(0) (1-6C 
alkylene), NHC(0)R16, OH, 1-6C alkoxy, -0C(0)R16, COR14, hydroxy(l-6c) 
alkyl, 1-6C alkoxy-l-6C alkyl, N02, s(o)0-2r16, S02nr14r15, 1-6C 
alkyl ene-C00Rl4, =0, (1, 3)dioxolane, (1, 3)dioxane, 1-6C alkyl, aryl , 
aryloxy, 1-6C alkylcarbonyl , aryl carbonyl , -(CH2)l-6-CONl8Rl8 , OH, a group 
of formula (lb) or (ic) ; 
J = 0, NH, NR18 or CH2; 

R3 and R4 = 1-6C alkyl, -0R14, , -0(C0)R14, -0(C0)0R16, -0(CH2)l-50Rl4, 
-0(CO)NRl4Rl5, -NR14R15, -NRl4(CO)Rl5 , -NRl4(CO)ORl6 , -NR14(C0)NR15R19 , 
-NR14S02R16, -C00R14, -C0NR14R15, -C0R14, -S02NR14R15, S(O)0-2Rl6, 
-O(CH2)l-10-COORl4, -0(CH2)1-10CONR14R15, -(1-6C al kyl ene) -C00R14 , 
-CH=CH-C00R14, -CF3, -CN, -N02 or halo; 

R'8 = H, l-6c alkyl, aryl (l-6C)al kyl , -C(0)R14 or -C00R14; 

R'9 and R17 = H, 1-6C alkyl, 1-6C alkoxy, -COOH, N02, -NR14R15, OH or 

halo; 

R14 and Rl5 = H, 1-6C alkyl (optionally substituted by aryl) or aryl; 
R16 = 1-6C alkyl or aryl (optionally mono- to tri-substituted by R17) ; 
R18 = H or 1-6C alkyl ; 
R19 « H, OH or 1-6C alkoxy; 

Ar'l = aryl (optionally mono- to penta-substi tuted by R'lO or 
heteroaryl ; 

Ar'2 = aryl (optionally mono- to penta-substi tuted by R'4); 

Ar'3 = aryl (optionally mono- to penta-substi tuted by R'5); 

R + Rl = =0; 

r and p f = 0-2; 

R'4 = T 1 , lower alkyl; 

T' = T, -0(CH2)1-50R6, -NR6S02R9, S(O)0-2R9 or -O(CH2)l-10-COOR6; 
R'5 = T 1 , -CF3, -CN, -N02 or halo; 

R ! 10 = T 1 (except -(lower al kylene)C00R6 or -CH=CH-C00R6) , -CF3, -CN, 
-N02 or halo; 

Rl = CH, Cdower alkyl), CF, C(OH), C(c6h5), C(C6H4-R15), N or N+0-; 
R2 and R3 = CH2, CH(lower alkyl), C(di-lower alkyl), CH=CH or C(lower 
alkyl)=CH; 

R1+R2 or R1+R3 = CH=CH or CH=C(lower alkyl); 

R4 = B-(CH2)m I , B-(CH2)q, B-(CH2)e-2-(CH2)r l , B-(2-6C al kenylene)- , 
B(4-6C alkadienylene) , B-(CH2)t-Z-(2-6C alkenylene), B-(CH2)f-V-(CH2)g, 
B-(CH2)t-v-(2-6c alkenylene), B-(2-6c alkenylene)-V-(CH2)t, 
B-(CH2)a , -z-(CH2)b , -V-(CH2)d l or T"(CH2)s I ; 
T = 3-6C cycloalkyl; 
R1+R4 = (B-CH=C-); 

B = pyrrolyl, pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, imidazolyl, 
thiazolyl, pyrazolyl, thienyl, oxazolyl, furanyl , nitrogen containing 
heteroaryls or their N-oxide (all optionally mono- to tri -substituted by 
w), indanyl, indenyl, naphthyl , tetrahydronaphthyl or phenyl (substituted 
by Rl5a, Rl6a or Rl7a) ; 

W = benzyl, benzyl oxy, phenoxy, dioxolanyl (all optionally mono- to 
tri-substituted by R7) , lower alkyl, hydroxy lower alkyl, lower alkoxy, 
alkoxyalkyl, al koxyal koxy , al koxycarbonyl alkoxy, (lower alkoxyi mi no) -lower 
alkyl, lower alkanedioyl, lower alkyl lower alkanedioyl, allyloxy, CF3, 
0CF3, N02, N(R8a)(R9a), N(R8a) (R9a) -lower alkylene, N(R8a) (R9a)-lower 
alkylenyloxy, OH, halo, CN, N3, NHC(0)ORlO, NHC(0)RlO, R1102SNH- , 
(R1102S)2N, S(0)2NH2, S(O)0-2R8a, tert-butyldimethyl -silyloxymethyl , 
C(0)R12, C00R19, CON(R8a)(R9a), CH=CHC(0)R12, lower alkylene-C(0)Rl2, 
RlOC(o)(lower alkylenyloxy), N(R8a) (R9a)c(0) (lower alkylenyloxy) or a 
group of formula (Id) (substituted by lower alkyl, lower alkoxy, C(o)ORlO, 
c(o)RlO, OH, N(R8a)(R9a) -lower alkylene, N(R8)(R9) -lower alkylenyloxy, 
S(o)2NH2 or 2-(trimethylsilyl)-ethoxymethyl ; 

R7 = lower alkyl, lower alkoxy, -COOH, N02, -N(R8)(R9), OH or halo; 
R8a and R9a = H or lower alkyl; 

RIO = phenyl or benzyl (both optionally mono to trisubsti tuted by R7) or 
lower al kyl ; 

Rll = phenyl or benzyl (both optionally mono to trisubsti tuted by R7), OH 
or lower al kyl ; 

R12 = H, OH, alkoxy, phenoxy, benzyloxy, a group of formula (ie) , 
-N(R8a) (R9a) , lower alkyl or phenyl (optionally mono- to tri-substituted 
by R7); 

R13 = O, CH2, NH, N(lower alkyl) or NC(o)Rl9; 
Rl5a, Rl6a and Rl7a = H or w; 
Rl6a+Rl7a = dioxolanyl ring; 

R19 = H, lower alkyl, phenyl or phenyl lower alkyl; 

R20 and R2 = phenyl, naphthyl, heteroaryl, benzofused heteroaryl (all 

optionally substituted by W) , indanyl, indenyl, tetrahydronaphthyl, 

benzodioxolyl , or cyclopropyl; 

A = CH=CH-, -CC- or -(CH2)p'-; 

B 1 = phenyl (substituted by R'l, R'2 and R'3); 

B = phenyl (substituted by R 1 1 1 , R'2 1 and R'3 1 ); 



D = (CH2)mc(o)- or -(CH2)q'-; 
m = 1 - 4; 
q' - 2 - 4; 

E = 10-20C alkyl or -C(O) (9-19C) alkyl; 
R' = H, 1-15C alkyl or B-(CH2)r'-; 

R'l - R'3 and R 1 1' - R'3' = H, lower alkyl, lower alkoxy, carboxy, N02, 
NH2, OH, halo, lower al kylamino, dilower alkylamino, NHC(0)0R'5, R'602SNH- 
or -S(0)2NH2; 

R'4 = phenyl (substituted by (0R'5)n); 
R ' 5 = lower al kyl ; 

R f 6 = OH, lower alkyl, phenyl (optionally mono- to tri-substituted by 
lower alkyl, lower alkoxy, carboxy, N02, NH2, OH, halo, lower alkylamino 
or di -lower alkylamino) or benzyl; 
R26 = H or OGl; 

G and Gl = a group of formula (if), (Ig) , (ih) or (Ii); 

R, Ra and Rb = H, OH, halo, -NH2, azido, (l-6c)alkoxy(l-6C) alkoxy or 

W-R30; 

W = NH-C(O), O-C(O), 0-C(0)-N(R31), NH-C(O) -N (R31) or O-C(S) -N(R31) ; 
R2 and R6 = H, 1-6C alkyl, aryl or aryl (1-6C) alkyl; 
R3, R4, R5, R7, R3a or R4a = H, 1-6C alkyl, aryl (l-6c)al kyl , 
-C(0)(l-6C)alkyl or -C(0)aryl; 

R30 = T\ T'-(l-6C)alkyl, (2-4C)al kenyl , (l-6C)alkyl, (3-7c)cycloal kyl or 
(3-7c)cycloalkyl(l-6C)alkyl (all substituted by R32); 
R31 = H or 1-4C alkyl ; 

T' = phenyl, fury I , thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, 
isothiazolyl , benzothiazoly I , thiadiazolyl , pyrazolyl, imidazolyl or 
pyridyl; 

R32 = halo, 1-4C alkyl, OH, phenoxy, CF3, N02, 1-4C alkoxy, 
methylenedioxy, oxo, 1-4C alkylsulfanyl , 1-4C al kyl sulfinyl , 1-4C 
alkvlsulfonyl, N(CH3)2, C(0)-NH(l-4C)al kyl , C(0)-N((l-4C)al kyl)2 , 
C(o)-(l-4C)alkyl , C(O) (l-4C)al koxy , pyrrolidinylcarbonyl or covalent bond; 
NR31R32 = pyrrolidinyl , piperidinyl, N-methyl-piperazinyl , indolinyl or 
morpholinyl (all optionally substituted by 1-4C al koxycarbonyl) ; 
Arl = aryl (optionally mono- to tri-substituted by R'10) or A3; 
A3 = pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, 
pyrazolyl, thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 
Ar2 = aryl (optionally mono- to tri-substituted by R'll); 
Q' = a bond or a group of formula (Ij); 

Rl = (CH2)q, (CH2)e-E'-(CH2)r' , (2-6C)al kenyl ene, (CH2)f-V-(CH2)g or A2; 

A2 = -M-Y'd-C(R , 15)(R , 16)-Z , h-, -X , m-(C)s(R , 17)(R , 18)-Y , n-(R'15)(R'16)- 

Z'p- or -X f j-(C)v(R , 15)(R , 16)-Y , k-S(O)0-2-; 

E f = 0, C(0) , phenyl ene, -NR22- or -S(0)0-2-; 

R'12 = CH, C(l-6C)alkyl , CF, C(OH), C(C6H4-R23) , N or N+0-; 

R'13 and R'14 = -CH2-, CH(1-6C alkyl)-, -C(di -(l-6C)alkyl) , -CH=CH- or 

-C(1-6C alkyl)=CH-; 

R'12+R'13 and R'12+R , 14 = CH=CH or CH=C(1-6C alkyl); 

R'10 and R'12 = 1-6C alkyl, OR'19, O^O^'ig, 0(C0)0R'21, 0(CH2)1-50R , 19, 
O(CO)NR'19R'20, -NR*19R'20, NR'^a^R^CNR'^COOR^l, 
NR , 19(CO)NR , 20R , 25, NR , 19S02R , 21, COOR'19, CONR'19R'20, COR'19, 
SO2NR , 19R , 20, S(O)0-2R , 21, 0(CH2) 1-10-COOR 1 19 , 0(CH2) 1-10CONR ' 19R 1 20 , 
(1-6C alkyl ene) -COOR'19, CH=CH-COOR' 19, CF3, CN, N02 or halo; 
R'15 and R'17 = OR'19, 0(C0)R'19, 0(C0)0R'21 or 0(CO)NR' 19R'20; 
R'16 and R'18 = H, 1-6C alkyl or aryl; 
R'15+R'16 and R'17+R'18 = =0; 

R'19 and R'20 = H, 1-6C alkyl (optionally substituted by aryl) or aryl; 

R'21 = 1-6C alkyl or aryl (optionally mono- to tri-substituted by R'24); 

R'22 = H, 1-6C alkyl, aryl (l-6C)al kyl , -c(0)R'19 or -COOR'19; 

R'23 and R'24 = H, 1-6C alkyl, 1-6C alkoxy, COOH, N02, NR'19R'20, OH or 

halo; 

R'25 = H, OH or 1-6C alkyl ; 

R26 = OH, 0CH3, fluorine or chlorine; 

R 1 = (If) - (ii), -S03H or natural or unnatural amino acids; 
R32 = H or R32; 

Ar'l = Arl, pyridyl, isoxazolyl, furanyl, pyrrolyl, thienyl, imidazolyl, 
pyrazolyl, thiazolyl, pyrazinyl, pyrimidinyl or pyridazinyl; 
Q = (CH2)q or (ij). 
Provided that: 

(1) when U is Ar2, then u' is Ar3 and u is zp-(c)r(R2) (R3)-Yn-(c)q(R) (Rl)- 
Xm-Arl; 

(2) when u is Ar'2, then U 1 is Ar'3 and U is Zp-C(R'1)(R I 2)-Yq'-A-Ar , l; 

(3) when U is Ar2, then U' is phenyl (substituted by A and R19) and u is 
Q-Rl-Arl; 

(4) when U is Ar'3, then U' is Ar'2 and u is S(0)r-Yn'-(C)q' (R) (Rl)-xm 1 - 
Ar'l; 

(5) when U is Ar2, then u' is phenyl (substituted by -0-G) and at position 
2 by R26) and u is Q'-Rl-Arl; 

(6) when u is Ar2, then u' is phenyl (substituted by R26) and u is 



Q-CHCR'D-Ar'l; 

(7) at least one of q and r is 1; 

C8) when p is 0 and r is 1 then m+q+n is 1 - 5: 

(9) when Q forms a spiro ring, q can also be 0 or 1; 

(10) both a and b are not zero; 

(11) when R'6 is -CH=CH- or -C(1-6C alkyl )=CH- then a is 1; 

(12) when R7is -CH=CH- or -c(l-6c alkyl)=CH- then b is 1 

(13) when a is 2 or 3 then R*6 can same or different: 

(14) when b is 2 or 3 then R'7 can same or different: 

(15) when Q is a bond then Rl is Al; 

(16) at least one of s and t is 1 and sum of m, n, p, s and t is 1 - 6- 

(17) when p is 0 and t is 1 then the sum of m, s and n is 1-5- 

(18) when pis 0 and s is 1, then sum of m, t and n is 1 - 5: 

(19) when R2 is substituent on heterocycloalkyl then R2 is =6, 
(h 3 l-l + J ne or Cl,3)dipxane, where R2 is a substituent on a 
substitutable ring n which is H, l-6c alkyl, aryl , l-6c alkoxy, aryloxy 

; ^^ 1carb S nyT * arylcarbonyl, OH, -(CH2)1-6C0NR18R18, SB or ?i2); ' 

(20) both u and v are not both 0; w ' 

^IKu 2 It "rrT CH " or i r C ^° wer a 2 k yl )=CH- then v is 1 and when R3 is 
;CH=CH- or -c(lower alkyl)=CH- then u is 1; 

(22) when v is 2 or 3 then R2 or R3 can be same of different: 

(23) sum of t and the number of carbon in alkenylene is 2 - 6- 

irLast^ne^ble'bonds^ " Stra1flht ' bra " Ched ' Saturated ° r 

(25) when R26 is H or OH then G is not H; 

(26) both a and b are not zero; 

-ll-c^n^'rn'lr'^Z^; °:u" C( i^ C ? 1ky l ) - then a is 1 and when R'14 is 
-CH=CH- or =C(1-6C alkyl)- then b is 1; 

??S wt!« a ,.°- b 1- u 2 S r J th ? n . R,1 3 or R'14 can be same or different; 

(29) when Q' is a bond then Rl is A2; and 

(30) . when Q' is a bond then Rl is -X' j-(c)v(R , 15)(R'16)-Y'k, s(O)0-2- and 

technology focus - pharmaceuticals - Preferred Composition: The 
composition further comprises at least one cholesterol biosynthesis 
inhibitor, bile acid sequestrant, low-density lipoprotein receptor 

ny at0 -' °"l ega A fatt y acid > natural water soluble fiber, 
***anti oxidant*** or vitamin. 
Preferred Components: The blood modifier is: 

(1) an an ti -coagulant (argatroban, bivalirudin, daltaparin sodium, 
desirudin, dicumarol, lyapolate sodium, nafamostat mesylate, 
phenprocoumon, tinzaparin sodium and/or warfarin sodium); 
U; an antithrombotic agent (anagrelide hydrochloride, bivalirudin 
oiln^^S ' ?alteparin sodium, danaparoid sodium, dazoxiben hydrochloride, 
etegatfjn sulfate, enoxapann sodium, fluretofen, ifetroban, lfetroban 
sodium, lamifiban, lotrafiban hydrochloride, napsagatran, orbofiban 
!^ a ^ e *u rox i/ ban acetate, sibrafiban, tinzaparin sodium, trifenagrel, 
abcixiirab and/or zolimomab aritox); 8 ' 

ill | fibrinogen receptor antagonist (roxifiban acetate, fradafiban, 

^n;?^ n 4 c 3° tr ^ lban -t yd ^ h l? ride ' tirofiban, xemilofiban, monoclonal 
antibody 7E3 and/or sibrafiban); 

^L^l ate i let inhibitor (cilqstazol, clopidogrel bisulfate, epoprostenol , 
epoprostenol sodium, ticlopidine hydrochloride, aspirin, ibuprofen 
naproxen, sulindae, idomethacin, mefenamate, droxicam, diclofenac ' 
sulfinpyrazone, piroxicam and/or dipyridamole (preferably aspirin))- 

(5) a platelet aggregation inhibitor (acadesine, beraprost, beraprost 
hww lum ^ cl ^ osten ! S a Z c1um - itazigrel, lifarizine, lotrafiban 
hydrochloride orbofiban acetate, oxagrelate, fradafiban, orbofiban, 
tirofiban and/or xemilofiban); 

(6) a hemorrheologic agent (pentoxifylline); 

(7) a lipoprotein associated coagulation inhibitor; 

(8) a Fact9r Vila inhibitor (4H-3,l-benzoxazin-4-one, 4H-3,l-benzoxazin-4- 
H^ ne S q V 1 [! azol l n ~ 4 ~ on , e L qumazolin-4-thione, benzothiazin-4-one, 
lmiaazolyl-boronic acid-derived peptide analogue TFPi-derived Deotide 

nv^ tha l- ne ; 2 ;^ u1f ? nic a S id Cl-C3-(aminoiminomethyl)-benzyl)-2-oxo- ' 
pyrrol i di n-3- (S) -yl ) ami de tn f 1 uoroacetate , di benzof uran-2-sul foni c aci d 
(1- (3- (ami nomethyl ) -benzyl ) - 5-oxo-pyrrol idi n-3-yl ) -ami de , 
tol uene-4-sul f oni c , aci d (1- (3- (ami noimi nomethyl ) -benzyl ) -2-oxo-pyr rol i di n- 
^Ifo^P^T^n^ 1 /)" 0 ^ 03 ^ 3116 and/or 3, 4-dihydro-lH^isoquinoftne-2- 
Imide Jrifluoro 1 ^-^? oiminometn yl)- be nzyl)-2-oxo-pyrrolin-3-(S)-yl)- 

(9) a Factor xa inhibitor (di substituted pyrazolines, di substituted 
Z r ltlill 2 e ;5 ' S 7^ st "! tuted n- ( (ami noi mi nomethyl ) phenyl ) propyl ami des , 
SU 5*U tU 5 ed *2; CCamino ^ ***tissue*** 

***factor*** ***pathway*** ***inhibitor*** (TFPi) , low molecular 
hfn^S^H n n' he P ar inoids, benzimidazolines, benzoxazoli nones? m °' ecular 
benzopiperazi nones, indanones, dibasic (ami dinoaryl) propanoic acid 
den vati ves , ami di nophenyl -pyrrol i di nes , ami di nophenyl -pyrrol i nes , 



ami di nophenyl -i soxazol i di nes , ami di noi ndol es , ami di noazol es , 
inhibitor)- min ° benZamide derivatives and/or peptidic Factor xa 

(10) a low molecular weight heparin (enoxaparin, nardroparin, dalteparin, 
certroparin, parnapann, revi pan n and/or tinzaparin); and/or P 

(11) a heparinoid (danaparoid) . 

The cholesterol biosynthesis inhibitor comprises at least one HMG coa 
reductase inhibitor. The hmg-coa reductase inhibitor is simvastatin. 
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Ti Identifying arterial smooth muscle cells in (a tissue sample from) a 
mammal, useful for targeting arterial or venous cells individually for 
e.g. therapy, comprises detecting an indicator gene of the Ephrin b2 or 
the expression of Ephnn B2. 
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N LTY - identifying arterial smooth muscle cells in a transgenic animal 
c n a tissue sample from a mammal comprising detecting the expression of 
c ndicator gene inserted in one or more alleles of Ephrin B2 or by 
c cting the expression of the Ephrin B2 transmembrane ligand, is new. 

DETAILED DESCRIPTION - identifying arterial smooth muscle cells in a 
t sgemc animal, where the genome of the animal comprises a recombinant 
n eic acid encoding an indicator gene inserted in one or more alleles of 
e • hropoietin-producing human hepatocellular carcinoma cell receptor 
(t rin) B2, comprising: 

(a) detecting expression of the indicator gene; and 

(b) detecting expression of a smooth muscle cell -specific protein; 
v cells that express both the indicator gene and the smooth muscle 
cell -specific protein are arterial smooth muscle cells, is new. 

Identifying an arterial smooth muscle cell in a tissue sample from a 
mammal comprising: K 

(a) contacting the tissue sample with a first composition that binds 
to Ephrin B2; 

(b) contacting the tissue sample with a second composition that binds 
to a protein that is expressed on smooth muscle cells; and 

(c) detecting expression of the first and second compositions, where 
or the first and second compositions are co-expressed on a cell, the cell 
is an arterial smooth muscle cell, is new. 

independent CLAIMS are also included for the following: 
(1) selectively delivering an agent to arterial smooth muscle cells 
in a mammal by administering to the mammal a composition comprisincr 
(a) the agent; and s 
n ^ a substance that selectively binds an arterial smooth muscle 
cell-specific surface molecule (i.e. an Ephrin family ligand or an Eph 
family receptor); v 

■a ^ a transgenic animal whose genome comprises a recombinant nucleic 
acid encoding an indicator gene, which is expressed in arterial smooth 
muscle cells but is not detectably expressed in venous smooth muscle 

C6 IIS) 

(3) assessing an effect of an agent in arterial smooth muscle cells- 

(4) isolating arterial smooth muscle cells; 1 

(5) arterial smooth muscle cells isolated using the method of (4)- 



(5); 



(6) a cell line derived from 

(7) a CDNA produced from the 



the arterial smooth muscle cells of (5); 
isolated arterial smooth muscle cells of 



an oligonucleotide encoding a targeting molecule comprising: 
a first nucleic acid sequence comprising a promoter region of 



(8) 

Ephrin b; and 

(b) a second nucleic acid sequence encoding a polypeptide, where the 
first nucleic acid sequence is operably linked to the second nucleic acid 
sequence; 

(9) inducing the expression of a polypeptide in arterial smooth 
muscle cells of a mammal by administering the targeting molecule cited in 
(oj ; 

(10) modifying arteries in a mammal; 

(11) modulating or altering angiogenesis in a mammal; 

(12) an artificially prepared vessel comprising arterial smooth 
muscle cells that comprise a recombinant nucleic acid, which increases the 
expression 9f ephrin B2 above endogenous levels; and 

(13) diagnosing the presence of a tumor by detecting the expression 
of Ephrin B2 in blood vessels from a mammal and comparing the expression 
with a control . K 

ACTIVITY - Angiogenic; Ant i angiogenic; Thrombolytic; vasotropic; 
Anti atherosclerotic; Cytostatic; Vulnerary. No supporting data is qiven in 
the source material. 

MECHANISM OF ACTION - Gene therapy. 

USE - The method is useful for distinguishing arterial from venous 
cells. The method is particularly useful for identifying arterial smooth 
muscle_cells in a transgenic animal or in a tissue sample from a mammal. 
This allows arteries and arterial cells, as well as veins and venous 
cells, to be targeted, manipulated or processed individually or separately 
research, diagnostic and/or therapeutic purposes. Specifically, the 

cells for modulating or altering 



for 



method is useful for targeting arterial 
angiogenesis in a mammal (claimed). 
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TECH UPTX: 20020807 

TECHNOLOGY FOCUS - BIOTECHNOLOGY - Preferred Method: Detecting the 
expression of the indicator gene comprises staining a tissue sample from 
the transgenic animal with a substance appropriate for the detection of 
the expression of the indicator gene. The indicator gene is an Ephrin 
family ligand gene. The smooth muscle eel 1 -speci fi c protein is smooth 
muscle actin, which is detected using an antibody or its antigen-binding 
fragment, in the method, the both the first and second compositions are 
selected from the antibody or its antigen-binding fragment. Preferably, 
the second composition is an antibody or antigen-binding fragment that 
binds smooth muscle actin. A label (e.g. a fluorescent label, a 
colorimetric label, an enzyme label, an affinity label, an epitope label, 
a spin label or a chemi lumi nescent group) is conjugated to the first and 
second compositions. The arterial smooth muscle cell-specific surface 
molecule is an Ephrin family ligand, specifically Ephrin B2. The substance 
or comppsition is an antibody or its antigen-binding fragment which binds 
to Ephrin B2 or to the extracellular domain of Ephrin B2. The agent is an 
angiogenic agent or an anti -angiogenic agent. The agent inhibits 
conditions selected from thrombosis, stenosis, restenosis or formation of 
atherosclerotic plaques. Specifically, the agent is a cyclin Gl mutant 
polypeptide, a p27-pl6 chimeric polypeptide, a hepatocyte growth factor, a 
herpes simplex virus thymidine kinase polypeptide, a cytosine 
deaminase-5-flurocytosine polypeptide, a non-phosphorylatable 
retinoblastoma polypeptide, a chimeric pRb2/pl30 polypeptide, a p21 
polypeptide, a p27 polypeptide, a p53 polypeptide, a dominant negative 



H-ras polypeptide, an eNOS polypeptide, an iNOS polypeptide, a synthetic 
double-stranded nucleic acid with high binding affinity for e2f an 
antisense oligonucleotide to p65, an antisense oligonucleotide to basic 
fibroblast growth factor, an active site inactivated factor Vila 
polypeptide, a recombinant ***tissue*** ***f actor*** 

***pathway*** ***inhibi tor*** , rapamycin, an ***antioxidant*** 
a glycpprotein lib/ilia receptor antagonist, a calcium channel blocker or 
a nitric oxide donor. The agent is conjugated to the substance, in method 
Cij, assessing an effect of an agent on arterial smooth muscle cells 
comprises: 

(a) administering the agent to a transgenic animal whose genome comprises 
a recombinant nucleic acid encoding the indicator gene inserted in one or 
more alleles of Ephrin B2; 

(b) observing the effect of the agent by detecting the expression of the 
indicator gene; and 

(c) comparing it to a control. 

The agent modulates, preferably inhibits, the proliferation of arterial 
smooth muscle cells. The method may also comprise assessing an effect of 
an agent on the arterial smooth muscle cells isolated in method (4) by: 

(a) adding the agent to the isolated arterial smooth muscle cells; and 

(b) comparing the effect of the agent on the isolated arterial smooth 
muscle cells with a control, which comprises arterial smooth muscle cells 
in the absence of the agent. 

in method (4), isolating arterial smooth muscle cells comprises: 

(a) dissociating cells of a tissue sample comprising arterial smooth 
muscle cells; 

(b) contacting the dissociated cells with a first substance that binds to 
a cell -surface protein (i.e. an Ephrin family ligand or an Eph family 
receptor) expressed on arterial smooth muscle cells; 

(c) contacting the dissociated cells with a second substance that binds to 
a cell -surface protein expressed on smooth muscle cells; and 

(d) separating those cells which have bound both the first and second 
substances from those cells which have not bound to the first and second 
substances. 

Those that bind both the first and second substances are arterial smooth 
muscle cells, in particular, the cell-surface protein expressed on 
arterial smooth muscle cells is an Ephrin family ligand. in method (9), 
the targeting molecule is administered by retroviral gene delivery, 
adenoviral gene delivery or naked DNA injection. The targeting molecule is 
administered using a gene gun, cationic liposomes, molecular conjugates or 
a catheter. In method (10), arteries in a mammal are modified by: 

(a) isolating arterial smooth muscle cells; 

(b) introducing the targeting molecule into the isolated arterial smooth 
muscle cells; and 

(c) introducing the arterial smooth muscle cells, which comprise the 
targeting molecule, into the mammal. 

Modulating angiogenesis in a mamma comprises administering a composition 
comprising: 

(a) an agent; and 

(b) a substance that binds an arterial smooth muscle cell-specific surface 
molecule, specifically Ephrin, so that the substance binds to the arterial 
smooth muscle cell -specific surface molecule. 

The method may also comprise administering the targeting molecule to the 
mammal. Altering angiogenesis in a mammal comprises administering a 
composition which binds Ephrin B2 expressed on arterial smooth muscle 
cells. Angiogenesis is either inhibited or promoted, in particular, 
angiogenesis occurs in tumor growth or wound healing. 
Preferred oligonucleotide: The second nucleic acid sequence encodes a 
polypeptide that is a protein or its functional fragment, in particular, 
the second nucleic acid encodes a polypeptide consisting of herpes simplex 
virus thymidine kinase polypeptide, a non-phosphorylatable retinoblastoma 
polypeptide, a cycl in-dependent kinase inhibitor polypeptide, a mutant 
cyclm Gl polypeptide, a nitric oxide synthase (NOS) polypeptide, a growth 
arrest hpmeobox, vascular cyclo-oxygenase polypeptide, a thrombomodulin 
polypeptide, a vascular endothelial growth factor, a chimeric p27-pl6 
polypeptide, a hepatocyte growth factor, a cytosine deaminase-5- 
flurocytpsine polypeptide, a chimeric pRb2/pl30 polypeptide, a p21 
polypeptide, a p27 polypeptide, a p53 polypeptide, a dominant negative 
H : ras polypeptide, an eNOS polypeptide, an iNOS polypeptide, an active 
site inactivated factor Vila polypeptide or a ***tissue*** 

***factor*** ***pathway*** ***inhibitor*** polypeptide. 
Preferred Animal: The transgenic animal is a mammal. Preferably, the 
mammal is a mouse, rat, guinea pig, pig, rabbit or sheep. 
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NOVELTY - Managing (I) anticoagulation therapy in a patient comprises 
administering an acute phase anticoagulant to the patient during the acute 
phase of coagulation, and administering a chronic phase anticoagulant to 
the patient during the chronic phase of coagulation. 

DETAILED description - INDEPENDENT CLAIMS are also included for the 
f ol 1 owi ng : 

_ (1) evaluating (II) patient responsiveness to factor Vila or 
activated protein C (APC) therapy by adding factor Vila or apc to whole 
blood sample and monitoring activated clotting time (ACT) of blood sample 
in absence of added phospholipid, where significant decrease in ACT 
compared to control sample from patient in the absence of added factor 
Vila or APC indicates that patient is responsive to factor Vila or APC; 

. (2) detecting (in) tissue factor in blood, by obtaining an 
anti coagulated blood sample, neutralizing factor vin or IX and 
neutralizing tissue factor in the anti coagulated blood sample and assayinq 
ACT of the anti coagulated blood sample in the presence of added factor 
Vila, where the presence or absence of tissue factor is detected by 
comparing ACT of the anti coagulated blood sample relative to a 
corresponding anti coagulated blood sample without neutralized tissue 
factor; 

(3) eyaluating (IV) dosage of APC, by obtaining a whole blood sample 
from a patient undergoing APC therapy, and monitoring ACT of the whole 
blood sample in the absence of added phospholipid, where a significant 
increase in ACT compared to a control sample from the patient before APC 
therapy indicates that an appropriate dosage of APC has been administered; 

(4) a kit (v) for detecting tissue factor, comprising anti -factor 
VIII or anti -factor IX antibody, an anticoagulant and factor Vila; and 

(5) a kit (VI) for detecting factor Vila or APC in blood, comprisinq 
aGa2+ * ***chelator*** , a calcium salt and an activator of contact 
phase of coagulation. 

ACTIVITY - Thrombolytic; Anticoagulant. 

No supporting data is given. 

mechanism OF action - Regulator of coagulation. 

USE - (I) is useful for managing anticoagulation therapy. (II) is 
useful for monitoring patient responsiveness to factor Vila or APC. The 
assays provides the ability to detect genetic disorders such as APC 
resistance or protein S deficiency, (in) is useful to screen or diagnose 
coagulation disorders that result in altered tissue factor expression in 
the circulation e.g. arteriosclerosis or cancer. (IV) is useful for 
evaluating the dosage of apc. 

ADVANTAGE - Modifications to vitamin K-dependent polypeptides 
increase their circulation half-life and their activity, and also reduce 
the amount of protein needed to treat clotting disorders as well as 
decrease the frequency of the administration. The method allows individual 
patients to be monitored such that therapies can be tailored, minimizing 
costs associated with such therapies. The methods have excellent 
reproducibility. 
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novelty - Managing (I) anticoagulation therapy in a patient comprises 
administering an acute phase anticoagulant to the patient during the acute 
phase of coagulation, and administering a chronic phase anticoaqulant to 
the patient during the chronic phase of coagulation. 

detailed description - independent claims are also included for the 
following: 

(1) evaluating (II) patient responsiveness to factor Vila or 
activated protein c (apc) therapy by adding factor Vila or apc to whole 
blood sample and monitoring activated clotting time (act) of blood sample 
in absence of added phospholipid, where significant decrease in ACT 
compared to control sample from patient in the absence of added factor 
Vila or apc indicates that patient is responsive to factor Vila or apc 

(2) detecting (in) tissue factor in blood, by obtaining an 
anti coagulated blood sample, neutralizing factor Viii or IX and 
neutralizing tissue factor in the anti coagulated blood sample and assaying 
act of the anti coagulated blood sample in the presence of added factor 
Vila, where the presence or absence of tissue factor is detected by 
comparing ACT of the anti coagulated blood sample relative to a 
corresponding anti coagulated blood sample without neutralized tissue 
factor; 

(3) evaluating (iv) dosage of APC, by obtaining a whole blood sample 
from a patient undergoing apc therapy, and monitoring ACT of the whole 
blood sample in the absence of added phospholipid, where a significant 
increase in act compared to a control sample from the patient before apc 
therapy indicates that an appropriate dosage of apc has been administered; 

(4) a kit (v) for detecting tissue factor, comprising anti -factor 
viii or anti : factor IX antibody, an anticoagulant and factor Vila; and 

^ LS 1 J l VI) for dete cting factor Vila or apc in blood, comprising 
a u Ca2+ ^ ***chelator*** , a calcium salt and an activator of contact 
phase of coagulation. 

activity - Thrombolytic; Anticoagulant. 

No supporting data is given. 

mechanism of action - Regulator of coagulation. 

USE - (I) is useful for managing anticoagulation therapy. (II) is 
useful for monitoring patient responsiveness to factor Vila or apc. The 
assays provides the ability to detect genetic disorders such as apc 
resistance or protein s deficiency, (in) is useful to screen or diagnose 
coagulation disorders that result in altered tissue factor expression in 
the circulation e.g. arteriosclerosis or cancer, (iv) is useful for 
evaluating the dosage of APC. 

advantage - Modifications to vitamin K-dependent polypeptides 
increase their circulation half-life and their activity, and also reduce 
the amount of protein needed to treat clotting disorders as well as 
decrease the frequency of the administration. The method allows individual 
patients to be monitored such that therapies can be tailored, minimizing 
costs associated with such therapies. The methods have excellent 
reproducibility. 
Dwg . 2A/16 
TECH UPTX: 20020513 

technology focus - biotechnology - Preferred Method: in (I), the acute 
phase is during surgery and the acute phase anticoagulant is heparin. The 
chrome phase anticoagulant is an active-site inhibited factor Vila 
polypeptide linked to a peg polymer, an antibody having specific bindinq 
affinity for tissue factor, or a ***ti ssue*** ***factor*** 

***pathway*** ***inhibitor*** . m (n) , act is monitored in a device 
which comprises an activator of the contact phase of coagulation, in (IV) 
the clotting time is measured in the presence of an activator of the 
contact phase of coagulation. 

Preferred Kit: in (v) , the anticoagulant is a Ca2+ ***chelator*** 
preferably citrate or oxalate and (v) further comprises a calcium salt. 
(VI) further comprises factor Vila and APC. 
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n? V , E r TY i; Methods of preventing or reducing intimal hyperplasia at sites 
exte or s^fac^Sf'rh^cf r ^ tUre ° f 3 patien ^ comprise conta?tiSg aS 

^%J3lS^r? 1Wn 1ntimal preven^TagSt^ a 

: i E T A ^ ED . DESCRIPTI0N ~- An independent claim is also included for: 
anfl ' i ; . h ? art valves comprising a 1st population of bioactive material 
and a 2nd bioactive material with a 2nd H release rate from the hSrtJSlve; 

h-j rt ioi?L?i kit comprising a bioadhesive drug delivery vehicle comprising a 
biologically active agent to prevent or reduce intimal hyperplasia and a 
set of instructions explaining the use of the drug delivery vehicle 

*«JSJSJH»n^ 0Stat1 C i anti } h rombot 1 c ; anti 1 nf 1 ammaco^y Cl 6 ' 
***antioxidant*** ; anticoagulant; immunosuppressive. 

and a^ivLnnl^J 0 ?L C J2 male ' 2 f erT ^ e) were anaesthetized, heparinized 
and anti coagulated (at the surgeon's discretion) before the carotid arterv 

'; a «?S£5« T ^ a 2 d an i nte CP°sitional graft with end-tS-side y 
n n H as ^ se of * n f Amoral vein to the carotid artery was performed. Test 

h^Hpn nt rrIf artlCleS were , appl Z ed , to a uniform thickness and allowed to 
harden. Grafts were placed in both carotid arteries by serial procedures 

removal If^l 1™°"? art Z r ™ 5 bv three sequels"? inflaxio and 

removal of a 4 French Fogarty catheter generated 5-cm lesions in each 
femoral artery that were or were not treated with test/control articles 
l5rA n ,ff Pt10 2 S1te i £ as , re Pai>ed and the animal was closed P^st-operaclve 

of an?ibiScics rm Fnr^ fc^f h ° d * along wi ^ h P™Phylactic adJiSXSlSn 

S£ S r 7 davs a t ter sur gery, animals received 250 mg/day 

aspirin The wound site was debrided and temperature, heart rate and 
respiratory rates were monitored daily for 1 week fo lowing surgery 
Angiography of the carotid sites was performed after surgery and monthly 
^ a ¥ ascu1a j: u $ rasour| d Civys) was used to examine the vlih grafts in 10 
eliSr L a L th ? h i 2 " week n f n ? P ° n £ of tne studv - At the end of tfiV 
SSrk T«?Hie t . he oy/er lV hea ] th was monitored, including routine blood 

Anima ls were anti coagulated and angiography and ivus measurements of 

know^lrhnHf ls .r re ta ^- Animals «ere anaesthetized and euthanized by 
wIS^iSSS' ^ e car °P d arteries were exposed and the healing response 
nrUtnii a ^ e cV The 2 rafts ' includin ? anastamoses, were fixed under 
KI? ZLli pol an f We r e amoved along with 4 cm of proximal and distal 
ShSr^H Femoral arteries were exposed and the healing response 
d?f?rY ed .;/ he femora l arteries were fixed under pressure ind removed with 
distal and proximal host tissue. Femoral and carotid arteries were stored 



in 10 % neutral -buffered formalin until histology. The animals were 
assigned to test groups receiving: am ma is were 

(1) no treatment (control); 

(2) fibrin vehicle; 

S fJhrlH yft- C i e P t US 0r m ^ nus mi "liar paclitaxel; and 
rn rlnilrS vehicle pi us or minus microsphere paclitaxel. 
„, 01 - Q zCc-S ^ animals, subcutaneous hematomas that resolved with time 
Stomal ifX L C ^ (V3) a ? d femoral CV3) sites. SiibcSttXSs 
om h C Slte w ? re al ?° Served in animals treated with 

J i £22j? d a * e 5l c1 ! + P^n^xel (4/8) -these lesions resolved with 
time. A hematoma at the femoral site that reduced in size with time and 

animfls W r^Pi5fn^^ ent 1 ?-2 /8 animals treated with paclitaxel. So 
?2rSinatfnn of JL^ 6 P a ? lltax ^ microcapsules were sacrificed before 
and llrVtTd fwEii - ment S e ^ aus ? 2 f uncontrolled bleeding at femoral 

ana carotid sites, swellings at the left carotid area and altered mental 

oflurae^anT?^ rh^ d % a11 "rotid grafts were paJenfa? ?he end 
?tuHv 117 A j ,,^b\ the car °tid grafts of surviving animals were patent at 

ri n R/in e s:! ' Angiography at study end showed that both femoral 
£5K ™k hll ? l5 t Were Patent; 2 appeared to be occluded at 12 
weeks, ivus showed patent vessels with some suggestion of intimal 

rS n nJK" 9 JVTS s ? mp l e ^ Paclitaxel limited stenosis at the proximal 
(P=0 08) and distal (p=0.0?) anastomotic sites as assessed by angiography 
at 12 weeks. For the carotid grafts, analysis of individual treatment 
groups showed that the fibrin vehicle alone also limited stenosis I? the 
anastamotic sites, with healing in the vehicle and treated gmups 
appearing to be similar. For the femoral grafts, angiography showed there 
was no significant difference between control, vehicle and paclitaxel 
treatment groups. Formulations containing paclitaxel had a 44 % larger 
lumen width (P at most 0.06) in the absence of changes in the 9 
intimal :medial ratio. 

. MECHANISM OF ACTION - Calcium channel blocker; converting enzyme 

conageS^he^s Ir^r™** inMM «""' su P eroxide di ^tase mimic; 

^ SE -~ The methods are u sed to prevent or reduce intimal hyperplasia, 
I, C LnLl" V3 h Cu1a ^ inte stinal and/or urinary systems (claimed? as well 
as organs such as the stomach, liver and intestines. They are used to 
prevent or reduce intimal hyperplasia at sites of insult, such as surgical 
insult including anastomoses following angioplasty, vascular 
reconstructive surgery, heart valve replacement and/or heart 
transplantation or in which a prosthesis (stent, graft and/or valve) is 
placed at the site of insult on the internal structure (claimed) 

ADVANTAGE - The method is flexible enough to allow agents to be 
applied prior to or reapplied after surgery. 
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novelty - Methods of preventing or reducing intimal hyperplasia at sites 
oI*lHfIi 1t V n in £ ernal structure of a patient comprise contacting an 
exterior surface of the structure contiguous with the site of insult with 
a drug delivery vehicle that flows during application, adheres to the 
exterior surface and releases intimal hyperplasia preventing agent in a 
time-dependent manner. r K y s a 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for: 



a nH a 4L h u* rt valves comprising a 1st population of bioactive material 
and a 2nd bioactive material with a 2nd release rate from the heart valve; 

, . , (?) a , klt comprising a bioadhesive drug delivery vehicle comDrisina a 
biologically active agent to prevent or reduce intimal hyperplasia and I 
set of instructions explaining the use of the drug delivery vehicle 

***^I? VI TY " Cytostatic; antithrombotic; antiinflammatory; 

***antioxidant*** ; anticoagulant; immunosuppressive. 
™a ™-" 9 ad V 1t: 3°9 S (1 P male « 2 female) were anaesthetized, heparinized 
and anti coagulated (at the surgeon's discretion) before the carotid artery 
was cross-clamped and an interpositional graft with end-to-side 
anastamoses of the femoral vein to the carotid artery was performed. Test 
hl^fS £ ol *? rt " ,cles were applied to a uniform thickness and allowed to 
harden. Grafts were placed in both carotid arteries by serial procedures. 
rlmnu^ If 3 ^ 12 the . ^moral arteries by three sequences of inflation and 
removal of a 4 French Fogarty catheter generated 5 -cm lesions in each 
temoral artery that were or were not treated with test/control articles 
Tne insertion site was repaired and the animal was closed. Post-operative 
c ar f w as performed bv $ nown '""hods alon 9 with prophylactic administration 

?r cs ' F 5 r 7 days a ^ ter sur 9 e ry, animals received 250 mg/day 
aspirin. The wound site was debrided and temperature, heart rate and 
respiratory rates were monitored daily for 1 week following surqery 
Angiography of the carotid sites was performed after surgery and monthly 
intravascular ultrasound (ivus) was used to examine the vein grafts in 10 
animals at the 12-week endpoint of the study. At the end of tne 
experiments, the overall health was monitored, including routine blood 
work. Animals were anti coagulated and angiography and ivus measurements of 
treated vessels were taken. Animals were anaesthetized and euthanized by 
known methods, the carotid arteries were exposed and the healing response 
was evaluated. The grafts, including anastamoses, were fixed under 
pressure in situ and were removed along with 4 cm of proximal and distal 
host vessel. Femoral arteries were exposed and the healing response 
observed. The femoral arteries were fixed under pressure and removed with 
° 1S ^1 and proximal host tissue. Femoral and carotid arteries were stored 
in 10 A neutral -buffered formalin until histology. The animals were 
assigned to test groups receiving: 

(1) no treatment (control); 

(2) fibrin vehicle; 

*> 3 2 f"!u r i n vehicle plus or minus mi cellar paclitaxel; and 
(4) fibrin vehicle plus or minus microsphere paclitaxel. 
in control animals, subcutaneous hematomas that resolved with time 
were observed in the carotid (1/3) and femoral (1/3) sites, subcutaneous 
hematomas at the carotid site were also observed in animals treated with 
vehicle (2/3) and vehicle + paclitaxel (4/8)-these lesions resolved with 
time. A hematoma at the femoral site that reduced in size with time and 
healed well was present in 2/8 animals treated with paclitaxel. Two 
animals receiving the paclitaxel microcapsules were sacrificed before 
termination of the experiment because of uncontrolled bleeding at femoral 
and carotid sites, swellings at the left carotid area and altered mental 
status. Angiography showed that all carotid grafts were patent at the end 
of surgery and that the carotid grafts of surviving animals were patent at 
study end (12 weeks). Angiography at study end showed that both femoral 
arteries in 8/10 animals were patent; 2 appeared to be occluded at 12 
weeks, ivus showed patent vessels with some suggestion of intimal 
El a £2} nfl ], n some samples, paclitaxel limited stenosis at the proximal 
QP=0.08) and distal (P=0.09) anastomotic sites as assessed by angography 
at 12 weeks. For the carotid grafts, analysis of individual treatment 
groups showed that the fibrin vehicle alone also limited stenosis at the 
anastamotic sites, with healing in the vehicle and treated groups 
appearing to be similar. For the femoral grafts, angiography showed there 
was no significant difference between control, vehicle and paclitaxel 
treatment groups. Formulations containing paclitaxel had a 44 % larger 
lumen width (P at most 0.06) in the absence of changes in the 
intimal : medial ratio. 

. MECHANISM OF action - Calcium channel blocker; converting enzyme 
inhibitor; cytokine inhibitor; growth factor inhibitor; growth factor 
sequestrant; fibrosis inhibitor; ***tissue*** ***factor*** 

™ii™ ibit 2u*** ; t"}°° th inhibitor; superoxide dismutase mimic; 

collagen synthesis inhibitor. 

USE - The methods are used to prevent or reduce intimal hyperplasia, 
such as in vascular intestinal and/or urinary systems (claimed) as well 
as organs such as the stomach, liver and intestines. They are used to 
prevent or reduce intimal hyperplasia at sites of insult, such as surgical 
insult including anastomoses following angioplasty, vascular 
reconstructive surgery, heart valve replacement and/or heart 
transplantation or in which a prosthesis (stent, graft and/or valve) is 
placed at the site of insult on the internal structure (claimed). 



advantage - The method is flexible enough to allow agents to be 
applied prior to or reapplied after surqerv 
Dwg . 0/0 ' ' 

TECH UPTX: 20011211 

TECHNOLOGY FOCUS : pharmaceuticals - Preferred Method: The internal 
structure has a circular cross-section. The internal structure is a 
component of the vascular system, intestinal system and/or urinary system 
The internal structure is a vascular structure and the surgical procedure' 
is angioplasty, vascular reconstructive surgery, heart valve replacement 
and/or heart transplantation. The injury is a surgical injury, preferably 
that comprises placing a prosthesis, such as a stent, graft and/or valve, 
at the site of insult on the internal structure. The exterior surface of 
^ v fu cu1ar structure contacted with the drug delivery vehicle comprises 
both the prosthesis and the site of insult. The site of insult is an 
anastomosis. Preferred Compositions: The intimal hyperplasia preventing 
agent is an antithrombotic (heparin, heparin derivatives, hirudin and/or 
hirudin derivatives), antiinflammatory, corticosteroid (dexamethasone 
and/or its derivatives), anti microtubule agent (taxane and/or its 
de HY atl Y es ) - antisense oligonucleotide, antineoplastic, 

***anp oxidant*** , antiplatelet agent or fibrosis inhibitor, (collagen 
synthesis inhibitor such as halofuginore or its derivatives and/or 
Gpiibiiia), calcium channel blocker, converting enzyme inhibitor, cytokine 
inhibitor, growth factor, growth factor inhibitor, growth factor 
sequestering agent, immunosuppressive, ***tissue*** ***factor*** 

***inhibitor*** , smooth muscle inhibitor, sulfated proteoglycan, 
superoxide dismutase mimic, nitric oxide and/or nitric oxide precursor. 
The drug delivery vehicle is a bioerodable, hydrogen, thermoreversible 
and/or bioresorbable vehicle, preferably a gel, foam, suspension, 
microcapsules, solid polymeric supports or fibrous structures. The 
bioresorbable component is insoluble in water, hydrophobic or 
hydrolytically and/or enzymatical ly cleavable. The bioresorbable component 
is a poly(ester) poly(hydroxy acid) , poly(lactone) , poly(amide), 
poly(ester-amide), poly(amino acid), poly(anhydride) , poly(orthoester) , 
poly(carbonate), poly(phosphazine) , poly(phosphoester) , poly(thioester) 
and/or polysaccharide, preferably a poly(hydroxy acid) such as poly(lactic 
acid), poly(glycolic acid), poly(caproic acid), poly(butyric acid), 
poly(valenc) acid, their copolymers and/or mixtures. The vehicle forms an 
excretable and/or metabolizable fragment. The gel is a thermoreversible 
gel, preferably comprising a Pluromc (rtm) , fibrin sealant, albumin, 
collagen, gelatin, hydroxypropyl methyl cellulose, organic polymer, 
polyethylene oxide, hyaluronic acid and/or polysaccharide. The gel 
comprises a polyurethane hydrogel or polyurethane-urea hydrogel . The druq 
delivery vehicle comprises fibrin, fibronectin and/or thrombin. 
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Ti Prosthetic heart valve comprises biologically active material in sewinq 

ring, housing component, and/or valve component. 
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novelty - A prosthetic heart valve comprises sewing ring and a housing 



S^ e I! t 1 enclosin9 a valve 9 om P?nent. The sewing ring, housing component, 
and/or valve component comprise biologically active material (s) to prevent 
tissue overgrowth. 

detailed description - Independent claims are also included for: 
r™<iH.s a method for preventing or reducing tissue overgrowth of a 
Bnc? ™ ■ eart yalve f ? 11 ? win 9 implantation of the heart valve into a 
5hf h«I? s ? s pn u- }° ^plantation, incorporating into a component of 
overgrowth^ and * blologlGal actlve agent to prevent or retard tissue 

u.h-j^h^L 3 method f ? r treating patients requiring heart valve replacement 
which .comprises replacing an existing valve with a prosthetic valve 
comprising a biological active agent to prevent or retard tissue growth. 

U •" A f .P ros thetic heart valve. The invention is used for preventing 
or reducing tissue overgrowth of a prosthetic heart valve following 
implantation of the heart valve into a host comprises prior to 
implantation, incorporating into a component of the heart valve a 
biological active agent to prevent or retard tissue overgrowth; and for 
treating patients requiring heart valve replacement. 

advantage - The invention provides biologically active agents for 
preventing tissue overgrowth and has a decreased level of infiltration by 
recipient-derived fibrous fiber. The agents prevent excess fibrous tissue 
outgrowth on components of the valve, preferably without impeding tissue 
ingrowth which is desirably present to cover the exposed fabric of the 
sewing ring and to anchor the valve to the surrounding tissue. The 
invention improves quality and length of life of the patients. 
Dwg . 0/ 0 
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TECHNOLOGY FOCUS - BIOLOGY - Preferred components: The substrate is a 
polymer and reactive chemical functional groups are affixed to the surface 
of the substrate by plasma fixation. 

technology FOCUS - polymers - Preferred Material: The sewing ring is made 
of a polymeric material from plastics and/or rubbers, or fabric comprising 
thermoplastic polyurethanes , nylons (preferably nylon-11 and/or nylon 12) 
polypropylene, polytetrafluoroethylene, polyesters (preferably 
polyethylene terephthal ate), nylon polymers, block copolymers of a 
polyether polymer and a polyester polymer, and block copolymers of a 
polyether polyol, or polyamides, polyimides, polyolefins (preferably 
polyethylenes or polypropylenes) , synthetic hydrocarbon elastomers, or 
natural rubber. 

The biologically active material is layered with a coating from 

bioerodable, hydrogel, thermoreversible, and/or bioresorbable coatings 

The coatings are also made of gels, foams, suspensions, microcapsules, 

solid polymeric supports, or fibrous structures. 

The bioresorbable component is poly(esters) , poly(hydroxy) acids, 

poly (lactones), poly (amides), poly(ester-amides) , poly(amino acids), 

poly (anhydrides), poly(orthoesters) , pol y (carbonates) , poly(phosphazines) , 

poly(phosphoesters), poly(alkylene oxides) poly(thioesters) , 

polysaccharides, and/or proteins. The poly(hydroxy) acid is made of 

poly(lactic) acid, poly(glycolic) acid, poly(caproic) acid, poly(butyric) 

acid, poly(valenc) acid and/or copolymers. 

The gel is a thermoreversible gel from pluronics, fibrin sealants, 
albumin collagen, gelatin, hydroxypropylmethylcellulose, polyethylene 
oxide, hyalouromc acid, and/or polysaccharides. It also comprises 
polyurethane hydrogel s, or polyurethane-urea hydrogel s. 



IrS ™Lr? C V S ~ pharmaceuticals - Preferred component: The biologically 
active material is antithrombotics, antiinflammatories, corticosteroids 
an U* 1c r° tu ^ le a 9 ents - anti sense oligonucleotides, antineoplastics, 

***antioxidants*** , antiplatelets, calcium channel blockers, convertina 
enzyme inhibitors cytokine inhibitors, growth factors, growth factor 

*l*2- s '*3r owtn factor sequestering agents, immunosuppressives, 
, n J»" e * * ***factor*** inhibitor*** , smooth muscle 
I.niSZ 2 s ' ° r 9anoselemum compounds, retinoic acid, retinoid compounds, 
sulfated proteoglycans, nitrogen oxide (NO) and/or no precursors. 
The antithrombotic is heparin, hirudin, and/or their derivatives 
The corticosteroid is dexamethasone and/or its derivatives 
The antimicrotubule agent is taxane and/or its derivatives' 
The antiplatelet agent is an inhibitor of collagen synthesis. 
The inhibitor of collagen synthesis is halofuginore and/or its 
derivatives. ' 

TECHNOLOGY FOCUS - ORGANIC CHEMISTRY - Preferred Component: The 
biologically active material is combined with a surfactant from 
benzalkomum halides or sterylalkonium halides. It also comprises taxane 
or its derivatives, it is bonded to a reactive group from 
amine-containing, hydroxyl , carboxyl , and/or carbonyl. The 
amine- containing groups are amino, amido, urethane, and/or urea. 
The amino groups are primary or secondary amino. They are derived from a 
nitrogen T contaimng gas from ammonia, organic amines, nitrous oxide, 
and/or nitrogen. 

The organic amines are methyl amine, dimethyl amine, ethyl amine, 
diethylamide, n : propylamine, allylamine, isopropyl amine, n-butylamine, 
n-butyl methyl amine, n-amyl amine, 2-ethylhexyl amine, ethyl enedi amine, 
1,4-butanedi amine, 1,6-hexanedi amine, cyclohexyl amine, 
N-methylcyclohexyl amine, or ethyl enei mine. The biologically active 
material is encapsulated by a microcapsule from sodium alginate envelope. 

technology focus - textiles AND paper - Preferred structure: The fabric is 
weft knit, warp knit, and/or weave structure, each with/without a velour. 
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ab objectives: a) To review the hepatic response to sepsis and to establish 
how this response contributes to coagulation and inflammatory processes; 
b) to review the physiologic and biochemical mechanisms that suggest 
hepatic dysfunction may occur during sepsis, enhance procoagulant and 
proinflammatory activities, and participate in the potential evolution to 
multiple organ dysfunction syndrome. Data sources: A summary of published 
medical literature from MEDLINE search files and published reviews on 
liver function in experimental and human sepsis. Data Summary: in sepsis, 
the liver plays a maior role in host defense mechanisms. Kupffer cells 
are responsible for bacterial ***scavenging*** , bacterial products 
inacti vation, and inflammatory mediators clearance and production 
Hepatocytes, via receptors for many proinflammatory cytokines, modify 
their metabolic pathway toward gluconeogenesis, ami no-acid uptake, and 
increased synthesis of coagulant and complement factors and protease 
inhibitors. The acute-phase protein (APP) response also contributes to 
the procoagulant state, especially by enhancing the inhibition of protein 
C (.. alpha, .sub. 1-antitrypsin and .alpha, .sub. 2-macroglobulin) and by 
decreasing liver synthesis of protein c and antithrombin (negative apps) . 
Elevated c-reactive protein levels (positive apps) promote the expression 
of tissue factor by mononuclear cells. Increased liver production of 



thrombi n-activatable fibrinolytic inhibitor (positive apps) enhance 

coaa r ;iaJS S nrn^^' i0,? - Conver sely, such hepS??i inflammatory and 
coagulation processes in sepsis may alter the function of this nrnan 
indeed, the liver can be injured by activated Kupffer cells tha? 
chemokines, attract blood neutrophils into the liver and activate them 

and'Zfflr ^i"i re9Ul ^ te thei > surface adhesiSn macules t^ssuTfacJor ' 
an r J .^ u P ffer cells, whereas ***tissue*** ***fartnr*** ' 

unde^Sbirin Pndoth"^ h 1 bit ?r" ,. and thrombomodulin are almost 
undetectable in endothelial cells. This may lead to microci rculatorv 
disturbances fibrin deposition, hepatocyte injury? endotoxin and 
bacteria spillover, and multiple organ failure Conclusions- in seosis 
the liver participates in host defense and tissue repair chroJSh heoatic 
proces C s r es SS "ihln k this co^™^r S VV he "agulatlS^Sd iSflalScSrT 

aWWrir5a a ST?uK°SSS B Si3. and inf1 ™* Processe^.lnTfn turn, 
SO Critical care medicine, ***(2001)*** 29(7 sup^ <M?-*d7 « r .f c 
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ab Objectives: a) To review the hepatic response to sepsis and to establish 
how this response contributes to coagulation and inflammtcorj proctssel 
hL^nv e H ie ^ th e Physiologic and biochemical mechanisms that suggest 
nr^l}i^llt UnCtl0r } - ma y. occur during sepsis, enhance procoagulant and 
Sultin if T S^hSc 1V1 ^ S) and , P artici 'Pate in the potential evolution to 
multiple organ dysfunction syndrome. Data sources: A summarv of oublishpH 
medical literature from medline search files and published revieEs on 
liver function in experimental and human sepsis. Data Summary- in seosis 

J5f llXZ P ^Y S ! ma i or ro "!V n host defens e mechanisms Ku"£f>er eel ?s ' 
are responsible for bacterial ***scavenginq*** bacterial nrnHurtQ 

IS^O". a " d inflammatory mediators cl France' aK j£dSrt?X 
Hepatocytes, via receptors for many proinflammatory cytokines, modify 
their metabolic pathway toward gluconeogenesis , amino-acid uptake and 
Shfh a ^^ Sy ^ heS1S ° f coagulant and complement factori al proSasI 
inhibitors. The acute-phase protein (app5 response also contributes to 
c C ° 39 ^ n Sta ^' especially by enhancing the inhibition of pro?ein 
Hp5;«^ h n;-f- b - 1 " ant Zr y P Sin . and -alpha.. sub. 2-macroglobulin) and by 
P?owf?f^ llver . synthesis of protein c and antithrombin (negative APPs) 
Elevated C- reactive protein levels (positive APPs) promote the expression 
of tissue factor by mononuclear cells. Increased liver production of 
f h hr?nIi" a - tlYa £ a t e - flbrinolytic inh Tbitor (positive APPs) enhances 
To^nW^ 15 lnhlbltlon - Conversely, such hepatic inflammatory and 
rn^oH J£ n Presses in sepsis may alter the function of this organ, 
indeed, the liver can be injured by activated Kupffer cells that release 
chemokines, attract blood neutrophils into the liver, and activate thlm 

anH^fflr ^i"i regu1ate th eir surface adhesion molecules, tissue facto?! 
and Kupffer cells, whereas ***tissue*** ***factor*** 

lin ;;^S? y "* a '^inhibitor*** and thrombomodulin are almost 
undetectable in endothelial cells. This may lead to microci rculatorv 
disturbances, fibrin deposition, hepatocyte injury, endotoxin and 
bacteria spillover, and. multiple organ failure. Conclusions in sepsis 

«11 ^os/? a r ik C t^ eS 1 ? h ? St defen l e and tiss V e re P air through h^plt c 
Drorp^pf '111 !t at controls .most of the coagulation and inflammatory 
processes, when this control is not adequate, a secondary hepatic 
dysfunction may occur and may sometimes lead to bacterial products 
m5lJiple er org^ inflammatory processes, and in turn, 
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.The interaction between metal ***chelate*** compounds and heparin 
P?f J? V6 f igat ? d "fing spectroscopic and chemical techniques, and the 
effect of metal ***che1ate*** binding on ex vivo and in vivo effects 
or heparin determined in a rat model of restenosis, it was found that iron 
QUI) acetyl acetone interacts preferentially with heparin in a 1:1 mole 



S 2 rSrf.?SJs«n «I ch ? 1a 5 e /hexosamine residue. Binding was the result 
«cL- lnat I on of electrostatic and non-electrostatic forces. The 
association of iron acetyl acetone and heparin was confirmed by light 
scattering showing the formation of a complex of high molecular weight. 

and fStor VSJlSn'lS 1 cated "° deference in activity against thrombin 
a "? t ^ tor xa between the complex and heparin alone; however, a protective 
role of complexed heparin against the effect of metal ions on LDL ULeLt,ve 
oxidation was observed. 

a r a *w?!L v 2 V0 s £ udie s revealed that the formation of the iron 
h«ni££ c !S? ne-, ? e P arin complex changed the kinetics of disposition of 
neparm after intravenous administration to rats apparently as a result of 
l?£??! e k b II] ding *? endothelium, in addition, the P ant1proflf2r!tT5e 
effects of the complex were assessed in a rat carotid artery model of 
restenosis induced by air. Histological analysis of carotid artery 
IhTtlll *S owed , 3 a ?- a r effectively damaged the endothelial lining and 
the rate of endothelial regeneration was faster in druq treated arouDs 
compared to control. Finally, the rate of smooth muscle cell 9 P 

ESinS^H hv n :« m > SU - ed by the ext ent of arterial wall thickening, was 
evaluated by monitoring a marker of thrombosis ( ***Tissue*** 

***Factor*** ***Pathway*** ***inhibitor*** , tfpi) and a marker 
or vascular damage (fibronectin, FN). Metal- ***chelate*** heparin 
complex produced a sustained depletion of plasma tfpi activity compared to 
heparin alone in a seven-day experimental period. This result was 
h«P»lH e SL as h !P aM " changes in its kinetics of disposition, a correlation 
between the extent of vascular proliferation and FN levels was evidenced 
in no drug treated group indicating that FN may have the potential of a 
circulating marker of restenosis progression. Results from heparin treated 
and complex treated groups showed no significant differences and steady 
levels of fn. These results were corroborated by histological cross 
section analysis of treated segments. 

Ti Characterization and effects of metal- ***chelate*** -heparin complexes 
with relevance to vascular restenosis 

SO Dissertation Abstracts International, ( ***2001*** ) vol 62 No 11b 
p. 5055. Order No.: AAI3033405. 130 pages. ' ' 
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AB The interaction between metal ***chelate*** compounds and heparin 

was investigated using spectroscopic and chemical techniques, and the 
effect of metal _***chelate*** binding on ex vivo and in vivo effects 
of heparin determined in a rat model of restenosis, it was found that iron 
(III) acetylacetone interacts preferentially with heparin in a 1:1 mole 
ratio of iron ***chelate*** /hexosamine residue. Binding was the result 
ot a combination of electrostatic and non-electrostatic forces. The 
association of iron acetylacetone and heparin was confirmed by light 
scattering showing the formation of a complex of high molecular weight. 

Ex vivo studies indicated no difference in activity against thrombin 
and factor xa between the complex and heparin alone; however, a protective 
role of complexed heparin against the effect of metal ions on ldl 
oxidation was observed. 

in vivo studies revealed that the formation of the iron 
acetyl acetone-heparm complex changed the kinetics of disposition of 
heparin after intravenous administration to rats apparently as a result of 
increased binding to endothelium. In addition, the antiproliferative 
effects of the complex were assessed in a rat carotid artery model of 
restenosis induced by air. Histological analysis of carotid artery 
segments showed that air effectively damaged the endothelial lining and 
the rate of endothelial regeneration was faster in drug treated groups 
compared to control. Finally, the rate of smooth muscle cell 
proliferation, measured by the extent of arterial wall thickeninq ■ was 
evaluated by monitoring a marker of thrombosis ( ***Tissue*** 

***Factor*** ***Pathway*** ***inhibitor*** , tfpi) and a marker 
of vascular damage (fibronectin, FN). Metal- ***chelate*** heparin 
complex produced a sustained depletion of plasma TFPI activity compared to 
heparin alone in a seven-day experimental period. This result was 
explained as heparin changes in its kinetics of disposition. A correlation 
between the extent of vascular proliferation and FN levels was evidenced 
in no drug treated group indicating that FN may have the potential of a 
circulating marker of restenosis progression. Results from heparin treated 
and complex treated groups showed no significant differences and steady 
levels of FN. These results were corroborated by histological cross 
section analysis of treated segments. 

L7 AN ^5„?? 0F 27 JICST-EPlus COPYRIGHT 2004 JST on STN 
AN 1010998554 JICST-EPlus 

TI *** T issue*** *** F actor*** ***Pathway*** ***inhibitor*** as 

a Universal Anticoagulant for Use in clinical Laboratory Tests 
AU TSUJI R; TATSUMI N; HINO M; NISHIOKA T; TAKUBO T 
cs Osaka City Univ. , Osaka 



so 3g& m p rxFT^.-ii?- ™- 3 ' pp - i65 - 174 - j ° urnai «*= 



CODEN: TJEMAO; ISSN: 0040-8727 
CY japan 

DT Journal ; Article 
LA English 
STA New 



AB ***Tissue*** ***factor*** ***pathway*** ***inhibitor*** 

Svestiaate/t'h^nnfc, 1 ^ "tor of extrinsic coagulation. The prSent study 
investigates the possibility of utilizing tfpi as a universal cacML s, - uu y 
anticoagulant. in clinical laboratory tests. The op?ima eventration of 
Ii PI /?^ se in clinical laboratory tests was found to be 1 S l tfpi/Ii 
blood (100 mmol.TFPi/ml blood); the subsequent analyses were 'conduced II 

differS^^^ tes 4 com P l«rbloSrSel? n SSS? d aSd 

analwpr rho rlcni;] 2 d cell count were done with an automatic blood 
fimiVar w fi-hw?^^- ex ^ ept for P la telet and white blood cell counts were 
similar for ethyl enedi ami netetraacetic acid (edta) -treated and ere 
TFPi-treated samples. The effects of tfpi on platelet count were more 
pronounced when blood samples were stored at 4 DEC C than at ^oom 
temperature The effects of tfpi on cell morphology were evaluated bv 

^sulJrihSwed'tha^lFPi^id ^" i f i lmS " PP i y !^ S GiSSaJSin^The 
aiiflila^^ u • T FPI dld not alter the morphology of blood cells An 
automatic biochemical analyzer performed seventeen basic biochemiral tpm 
on serum samples and TFPi-treated plasma sample! The resu ?s of seventeen 
^m^ S pc er |ho 0mpa ^ ble u^ tw ? en ^"treated samples and Idta- treated 

than thkt for P H^^oH in i tlme for T FPI - treated P lasma sa ">Ples was longer 
lut u i • grated Plasma samples. Nonetheless, in activated oartial 
thromboplastin time tests, the addition of the reagent caused turElditv 
SJ^SS? 1 " a 9 ula P 01 ?- thus demonstrating that TFPI is not suitable for 

2rfJ™3 y ,"-l£ e SLf indl, ? gs sugges S that ^though some tests cannot be 
performed with tfpi, this compound may be useful as a universal 
TX ^ticoagulant in the future, (author abst.) 

S ° 3S& ™- 3 ' PP - 165 " 174 - ^"O*' 
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AB *!* T - Sue *** ***factor*** ***pathway*** ***inhibitor*** 

(tfpi) s a protease inhibitor of extrinsic coagulation. The present studv 
investigates the possibility of utilizing tfpi as a universal V 

TTPi C f- U lS t ll n ri3i?«i 1 i 1 S bor 2 tory tests - Th ? optimal concentration of 
In a ;«« se in clinical laboratory tests was found to be 1 MU 1 TFPi/ml 

thifr ^rLy?Zli JFP H m \ bl00d l ; The subsequent analyses were conducted « 
rf?ffpr^?K r S£ 1 ? n Yi n hematological tests, complete blood cell count and 
differential white blood cell count were done with an automatic blood 

ilm y , 2 r r fnI h fi-h r ff Ult ^ eX ^ pt for P la t el et and white blood eel coun?i were 
xcSt t r /°r ethyl enedi ami netetraacetic acid (edta) -treated and 
TFPi-treated samples. The effects of tfpi on platelet count were more 
pronounced when blood samples were stored at 4.DEG c. than at too? 
temperature The effects of TFPI on cell morphology were evaluated bv 
spreading blood samples into thin films and applying a Giemsa stain The 

aMtnl^^ h h Wed h tnat T FPI did not alter the morphology of blood 2 Is. An 
automatic biochemical analyzer performed seventeen Basic biochemical tests 
on serum samples and TFPi-treated plasma samples. The resu ts of seventeen 
«™iLc er ?h C ° mpa : able u l ? etween FPl-treated samples and EDTA-treated 
rhzZ thkt T E^ P "°5 hr ? m 5 ir \ time for TFPi-treated plasma samples was longer 
than that for citrated plasma samples. Nonetheless, in activated partial 
thromboplastin time tests, the addition of the reagent caused turbidity 

ShlsUSl 1 SS^I-T' thUS demons trating that tfpi is nit suitable for 
tnis assay. These findings suggest that although some tests cannot be 
performed with tfpi, this compound may be useful as a universal 
anticoagulant in the future, (author abst.) 

anticoagulant; thromboplastin; proteinase inhibitor; reagent for clinical 
test; hematologic test; ***chelating*** reagent aminocarboxvlic acid- 
diamine; aliphatic amine; aliphatic carboxylic acid aminocarDOX y nc acid, 
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St *!?l llz , ed a 9 ueous compositions comprising ***tissue*** ***factor*** 

***pathway*** ***inhibi tor*** (tfpi) or ***tissue*** Tacior 
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Chiron Corporation, USA 
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US 2003-494577P p 20030813 

US 2003-509260P P 20031008 

US 2003-512090P p 20031020 

Stabilized aq. compns. of ***tissue*** ***factor*** 

***pathway*** ***inhibitor*** (tfpi) or TFPI variants comprise a 
solubilizing agent, an ***antioxidant>* , and a buffer The 
combination. of a solubilizing agent and an ***antioxidant*** can lead 
to a significant improvement in the storage life of TFPI or TFPI variant 
compns. The solubilizing agent and ***antioxidant*** substantially 

and^xidn! TFPI ° P TFPI Variant degrdrK through aggregation 
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2ln??h Ce " tical 5° m P os1 'tion of interferon gamma with molecular diagnostics 
for the improved treatment of bronchial asthma 9 
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of mortality and improvement of disease management in bronchial I asthmS? 
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^? d i-rS r 1 , dia 9 nosin 9 interstitial lung diseases using biomarkers 
identified by microarray gene expression profiling 
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using the subjecritherSclerof^H^^m^ 15 ? P rovid ?d are methods of 
treatment methods, as well a£ dJ5o SSE?n nt 9 ^ e 5 in dia 9nosis and 
and kits thereof that find use lS 9 D ?££> ?S thod S- In ad 2 n -' reagents 
provided. Also provided are JpJhnK 3 th ! s " b J ect methods are 

with a diseasfpEy^X?^ a - gene is Related 

anal. ¥ ' mie,e correlation is detd. using a Bayesian 
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h^j?al5z?d b p«ie e «s Xidatl ' Ve Str65S a " d 6xtn ' nsic coagulation pathway in 

Thrombosis Research (2003), 109(5-6) 247-2S1 
CODEN: THBRAA; ISSN: 0049-3848 
Elsevier Science inc. 
Journal 

^^M^^'^^S^f^^V »- '■•"".tic 
maintenance hemodi al ysi s (HO) We ifudfH .™ lure P atlent ? undergoing 

iRsssais jss; F a is* £ v -^s^ ss^are"' 



?r r e-diaTy^is f blffi n levels it * SUrrogate °J ac tivated hemostasis. 

clin stablf SnwJfn?] 5 the markers studied were higher in 24 

correlating ?2n5n i£ f compared to 11 healthy controls, spearman's 
Si en?s and control, 3 S °r ^rs were pos/but nonsignificant in both 

enzyme with eSeraina P 5rinthfi le Y e1S i? f Cu/Zn ? 0D - th * '''antioxidant*** 
prooertTes SS 81 f Sn^^ 611 ? 1 S el Z" protective and antithrombotic 
KtriSc ioSl inn Slf!^* ° f - the system counteracting activated 
re cnt S? thpdc lot ?*> ^ tem ln maintenance hd patients. 
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by 5CU *-a^i oxidants-^ indUCed by P ro 9 ressive ^ oxidation: 
Banfi, cristina; camera, Marina; Giandomenico, Giovanna; Toschi 



Elena; colli , Susanna 
Grossi Paoletti center, 



Protection 
Vincenzo; 



RE 



Arpaia, Magda; Mussoni , Luciana; Tremoli 
Department of Pharmacological sciences E 
University of Milan, Milan, Italy 
Thrombosis and Haemostasis (2003), 89(3) 544-553 
CODEN: THHADQ; ISSN: 0340-6245 
schattauer GmbH 
Journal 
English 

Hf] v 5 modification of ldl, which dysregulates the homeostasis between 
blood and vascular cells, and alterations of endothelial function are 
considered among the early events in the pathogenesis of aiKscSerosi* 
This study was designed to evaluate the impact of ^rogresti vf?DL o^idn 
on the thrombotic response both in vitro and in vivo and to address th* 
potentia effect of ^antioxidants*** . lissue factor Sal indeed bv 
progressive ldl oxidn. in huvec, and this event was in paraTlil ?o the V 
bS^Sl/^Hl^^^ 1 " 0 P henot ^-, Both these phenomena were mediated 
***an(ioxidln a ^°" and rn re P: evented by LDL.pre-enrichment with 
antioxidants*** . m contrast, ***antioxidants*** failed tn 

f n e « tP V nd PAI-1. secretion, which was increased by ldl, either native 
° r *2*- dl ^ d ' ***Tissue*** ***factor*** - ***pathway*** 

oxIdliSd'SJ-T™ in a th 3l n° increas $ d "Pen HUVEC exposure to progressively 
thSl.' ' LDL ' in ^ he P reser| ce of an oxidative agent, trigger a 
5la?ele? de D os r it?Sn nSe rhVlb™^ TF -gependent, Tn an in ???J Sodel of 

r?c e e G 5 i fS Slt *^antl5x?da e n f t f s e *** WaS ma t rk ? a d * b.^SSd'tSt^.SSr 
thrombogem city. is induced by progressive LDL oxidn and that alteraHo^ 

of It! i:: an P ox 5 ant :r balance of the ldl parti clef n favor 

of the ***antioxidant*** tone are protective against the thrombotic 
response triggered by oxidative stress^ The extrapolation of these data 
nc 3 elm. setting even if not easy, offers potential insights for the 

t r**antioxidants*« in the prevention of thrombose 
complications assocd. with atherothrombosis. 
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Rapid assessment of coagulation activity in whole blood 
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IrthSdriSlIdiS-^Si^TlSlt^T 8 ;' S^^utic combinations and 

treating vascular conditions en HilvSS mg/da ^' u wn 1 ch can °e useful for 
plasma levels of sterols ? Sal ii diabetes and obesity, and lowering 

azetidinone compd? tr a .bSta -Tac?am A whi?I°2 hinnH Pti SV nhibitor I s an 
from anticoagulants anti : thromho?nvf **& • a blood modlfl er was selected 
plateUt aggregation ^^S^^T^iE^t.,. 
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W^Sai Garcia - Carden a, Guillermo; Gimbrone, Michael A., 3r .; 

California institute of Technology, usa; The Brigham and women's Hospital, 
SO PCT int. Appl . , 82 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 

FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 

w: co; g; 2t: S: S; S K U ; S M ; 52; I?; & Is' £■ S' £■ 2' G C H N - 

s : S= s-" S : i : g B s si s. : S : si i 

S! 1 1 S: L S i I! I:' I; 5: S: B: g S: 2: |; «■ TM 

j* 2002136726 jg S 2^-1 ^ 6 ISSSllS 

EP 13372/6 A2 20030827 EP 2001-991925 ?nniii?n 

R: S: £: S: S: g; S- 2- g- 2- " * * " 

PRAI US 2000-252009P p' 20001120 
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2?erSi e !^lS V f!2i 0 3pS, 1 .f rM° met 5° ds 0f distinguishing and sepg. 
™hib1?i r Sr?h? r .f?i5J aCt1 'r* bet " , ? en thera CanJ, ?hus! enhanclnS o? 

ISiUliiiii 5 ' 

endothelial cell <r«n T°V "arkers of embryonic arterial and venous 

bias 

i denti tv anri Jh2 * argue £° r revisi ? ns of classical concepts of cap 11a rv 
eohrinB? ma? h5% tOP 2 g - ^"Vascularization. They also imply that 
epnnnB2 may be functionally important in neovascularization and in 



arterial smooth muscle, as well as in embryonic angiogenesis. 
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whole blood assays and kits are described for evaluating dosaqe of factor 
Vila or activated protein C, as well as for monitoring resDonlivenels to 

hlS2 r r«i Ia i 0 i:- act l vated P £ 0tein C " The ^vention disci the use of 
blood coagulation factors for treatment of hemophilia. 
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AB Srlnr nV nA^ 0n P rov ; de * c °don modified human complement decay-acceleratinq 
factor (daf) gene which was expressed in transgenic mouse. The codon 
modification of transplant related genes is used to increase the 
expression of these genes in discordant transplant donor to reduce 
rejection reaction during transplants. The method described in this 

r^?fu^on Ca SA^oe1ia° PejeCt1on reaction ' bl °° d coagulat?^ 1 
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1 active Ltlriti L P ^n ly cover ? d with a coating for release of 
" acti ye material in the form of gels, foams. susDensions 
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AN ToOl:*^? HcVuf^ C0PYRIGHT 2 °° 4 ACS °" S ™ 
DN 135:194295 

TI SK t f™ D n^r^ S T°?elt s a »S V ^ i0n - 1 V duc ? d 9ene S differentiates 

cellular rSsSonse of memory CD4+T ;| 1 ? s molecular ™<=han1s. for enhanced 

l«^pK.r 1 j.^,?^-MS 1 ^ U " ri Y ° Ung ' Lynn; Becker ' Ke " n G -' 
CS of b „°e r a;?h r ! &Sore!°&: gllrlsi"" 11 "" °" A91 " 9 ' Nat1 °" al 

PB American Association of Immunol oqists 
DT Journal 
LA English 

findings. First, memory and naive CD4+ T cells expressed fim ilS? , nf 

n»n« 1 ' -. Thl rd ' the authors have identified 135 (130 known 

in2 e f fi and 5 ex P!: essed sequence tags) up-regulated and 68 (42 known aenes 

T after'iS'vitro ^SSKhS 9 ^^ 0 ""-^"]"? 11 Clones in memCrf^t 
Ihl * vitro stimulation with anti-CD3 plus anti-CD28 interesHnnlv 

than i"'^* ™ f "J 1e Y els 2 f up : regul atedgenes was greater in Sory^ 
an?? 1 Si- InSI 1 ^ after J n vitro stimulation and was higher with 

CD4+ j cell* pK;i?5 8 ^ an l! lth an P" CD 3 alone in both memory and naive 
™»n« ■ f, 1 " 311 ^ the changes in expression of actin and cytokine 

genes ^ centi f led by cdna microarrays were confirmed by Northern arid 
protein analyses. Together, the authors have identified aS 200 cdna 
thp n ?i'"° S | 6XpreSS 00 1 ! vels chan 9 ed after activation and P ?ugges? thli 
HiUltl v l-°t ex P/; ess ' ,on of up-regulated genes is a mol . mechanism that 
»p r«J S re "'™L e ! the ^ s P° nse ° f ^mory from naive CD4+ T cells 
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D ?evenc ?™>%?h2 1V ?S a ? ent ' such as d rug or othS^chem ? in orSe? to 
Koersens?? Ji?y in e r f f C h-' I C ^bodTraent, methods of identifying 
hypersensitivity in a subject by obtaining a gene expression profile 6f 
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TI c^I^ ion * 0 ^ t 1 s sue factor initiated thrombin generation bv the 
St 2I* hl ?ll! etr lL lnhlbitors ***tissue*** ***fa«or*** V 

***pathway*** ***inhibitor*** antithm m h?„ ?xt j u 
cofactor-ii niDUOr • an ti thrombi n-in, and heparin 

AU van 't.veer, cornel is; Mann, Kenneth G. 

t-b Dep. Biochem., umv. Vermont, Berlinqton, VT 054OS-nnfiR ika 
SO journal of Biological Chemistry (1997), 272(7) 4367-4377 
CODEN: JBCHA3; ISSN: 0021-9258 "*VJ, <W>7 4377 

DT Snal" S0ciety for Biochemistry and Molecular Biology 
LA English 

AB Th S*!* fe S t 2L the stoichiometric inhibitors ***tissue*** 

***factpr*** ***pathway*** ***inhibi tor*** Ctfpt") 
anti thrombi n-m (at-iii) and heparin cofactor-n (hc-ii) on thrombin 

ftrtn rr ! ' 5* I ' u 1 ? ? ' • ^ nd v and Prothrombin initiated by tissue 
of ?nh-ii T P and P h ? s Pho]TPids. initiation of the reaction in the absence 
Vlll tS r TP^ Ulted in e ^ l0 ! iv e thrombin generation for factor 
)fJR4»Sf d0t, u F con £ ns / varying from 100 to 0.25 P M with the lag time or 

decreasing" factor^iia^t 9 ^^" 1 ' 0 " ™ cr **™9 J™ 0 to IsVs^ith 
«^!.u 'actor Vlla.cntdot.TF concns. Durinq the Drooaaation nha^P 

pUsma 0 ?on?n 1S f? U t n ^ a S S 1<4 ■ >Ua?-?hSS?S A? normal 

?«?*Tf*f22 u (2 - 5 £ nM ^ full-length recombinant TFPI prolonged the 
initiation phase of thrombin generation 2-fold, and the rate of thrombin 
generation in the propagation phase of the reaction was 2?-?nS th2£ !f 2u„ 

fa^Sr'viil c^ 0 ^'? ^e reaction was* initlaJeVwit "l 

ractgr Vlla.cntdot.TF. inhibition of the reaction by TFPI is assocd with 

a delay in factor v activation, in the presence of TFPI no explosive 

&es.te 

ra^ , ss?i^SiS Sen 4 t^-rLMar?j?;? .2 thr ir 

The-rat f f o rthro m b n 9 n nt ? 0t ' T ^ di 2 AT-m dela^facJorTac? vation 
Inl }i romb ^Jormation in the presence of at-iii was reduced to 

r^iril5 n -nMh?LH nin C lblted rea « io ". and the .alpha. -thrombin formed was 
^ P . 1 ;I y ^ nh - b i ted subse 9 u ent to its generation. The addn. of hc-ii alone 
at its physiol. concn. (l.38 .mu.M) to the procoagulant raixt did not 
alter the rate or extent of thrombin generation. Subsequently th2 
SroSbiS b; r Hr d TT a Hn Sl ° W ^ inhib ^ ed by HC-II. The slow innervation of 
ore?encC o$ at'ttt d ° e n n ? contribute to thrombin inhibition in the 
Sf f? Lh J n the contrast, the combination of physiol. levels 

? ^ T ~l J i and TFPI "inhibited explosive thrombin generation initiated hv 
1.25 pM factor Vlla.cntdot.TF completely The absence of nrothromh?„ y 
EEZPlS" i ndica t ed tb at the combination of T^and A^-I^is^ab e to 
prevent the formation of prothrombinase activity at low factor 
^ Ia ; c ?3 do ^ COnC ^' T b data indicate that tfpi p^entiates the action 
cltSvll foLpH C in a |h ng tne /ate of formation and thSs the amt of 3Ctl ° n 
I?I yst torme d in the reaction, enabling at-iii to effective! v 

th re^r:r T FPi the IlffSrb?" °f f P°l.™ an f d fe fact V o e r y xa formed in 

^acto P r r ^i e ia Ce cSt f dJt FP TF cogens" 1 ? ™ VnT.fest cTo^p^foT^Snc^s^SpTFp; 9 

qene?Ition oveT'JiT 3 ^ Chan9GS 1 n tne'maxi Siloes of 'thrombin' TFPI 
generation over small changes in initiator concn. These data demonstrate 

3th r e S ni r fl f an JhJ h HnTJ in . 9en ^ ation becomes a "thrSSJld liSiied" Ivent 
of tfpi and AX-J5S. fl P VIIa - cntdot -TF concn. in the presence 
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AB Jhrfr'f Wit 5 13 . r t fs - The baboon model of E. coli sepsis illustrates 

Fir!? ?hr^HnrhJi/ eSeeC L t0 the host res P° nse and J«J5llr endShllium. 
H£i ' ^ e endothelium is the primary target. E. coli seDsis is an an t! 

nflammatory disease of the vascularendotheliuS Second? ^endothelium 
coaSSloDathic'aLi^f & F Init ]' all y regulates both the i Sf 1 aSa?o?y and 
r!nul ?nn, rLL P / El coli sepsis through membrane assocd. 
r/?h romhnL re i Cept ° r/p asma P™tei n assembl i es i ncl udi ng protei n 
C/ *!* r fi ln ' a SJIgJ?S LT ein Sft rot £ in s > C4bBP7protefl s, 

iSflJUSS 1 " "Vfllycosaminoglycans. Third? when overridden by /X3 ' 
nhrior at0ry ^ events ' the endothelium can change its anticoagulant 
phenotype and mount a massive procoagulant fibrinolytic counter Ittark n „ 
JJSJilTlE 1 ?lde thr0U 9 h the expression of I KuefacJor and reltaS of 
tissue plasminogen activator. Fourth, again when overridden bv 
inflammatory events, the endothelium can change its ***an?i oxidant*** 

?hrSSaS P ind!;ct P nn d nf% a " diS 5 al " i tissue h VP° x?a °" its adlCmina side 
tnrougn induction of free radical generation and peroxidn of 

S^Kriil lpid m ? mbranes of t?ose tissues wifh high me?abolic rates 
whnVh ^^come increasingly clear that the so-called anticoagulant systems 

Sw AT iii ^ct?^!^ 1 a ft Ct0rS °V he c , l0 ^ in 9 cascade (Protein c? mS 
rocnAnel I' G I 2) i ls ?. atte puate the amplification of the inflammatory 
ifn^ nSe ^ Aspec ? s ^ of th * m echanism by which this occurs are coming to 
light. This includes the attenuation of IL-6 response by TFPI and the 
attenuation of the complement effects by c4bBP/PS The specifics of these 
observations in the E. coli sepsis model will be reviewed 
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Lll ANSWER 3 OF 5 USPATFULL on STN 
2002:175279 186 human secreted proteins 

K;!"' ^ en M " 01ney - MD > united "states 
Rosen, craigA., Laytonsville, md, united states 
Fischer, Carrie L., Burke, VA United States 

cTtTr' Tnntl^r' 'T^l"*' VA ' """3 Mates 
Sdn^Mk SSSiSi p' N %, h P? tomac - MD, united states 
beanank, Darnel R. , Columbia, MD, united States 

yS guo',^ 0 ^ Vi Potornac ' MD.'uniied staief 
Yu, Guo-Liang Berkeley, ca, united states 
Ni, Jian, Rockville, MD, United states 
vnn^A P l ng i Gaithersburg md, united states 
GrS iohn E M' G ^thersburg, md, united states 

Ferril' Inn M M " '- r 2 a u t £ ersburg ' MD ' united stat " 
Feme, Ann M. , Tewksbury, ma, united states 

Duan Roxanne, Bethesda, md, united states 

?iArn^r S ^ f Y s V nn y vale > CA - united states 
Florence, Kirnberly a., Rockville, md, united states 
Olsen, Hennk s., Gaithersburg, md, united statls 
Ebner, Reinhard, Gaithersburg, md, united staief 
Brewer Laurie A., st. Paul,MN, united state's 
Moore Paul A. , Germantown, md, united states 
Shi Yanggu, Gaithersburg, md, United states 
Lafleur DavTd w. , Washington, DC, united states 
Li, Yi, Sunnyvale, CA, united states 
zeng, zhizhen, Lansdale, pa, united States 
Kyaw, Hi a, Frederick, MD, united states 

coTpoVali™) Sciences ' Inc " Rockville, md, united states (u, 
US 6420526 Bl 20020716 

APPLICATION: US 1998-149476 19980908 (9) 
PRIORITY: US 1997-40162P 19970307 (60) 
US 1997-40333P 19970307 



US 1997-38621P 
US 1997-40626P 
US 1997-40334P 
US 1997-40336P 
US 1997-40163P 
US 1997-47600P 
US 1997-47615P 
US 1997-47597P 
US 1997-47502P 
US 1997-47633P 
US 1997-47583P 
US 1997-47617P 
US 1997-47618P 
US 1997-47503P 
US 1997-47592P 
US 1997-47581P 
US 1997-47584P 
US 1997-47500P 
US 1997-47587P 
US 1997-47492P 
US 1997-47598P 
US 1997-47613P 
US 1997-47582P 
1997-47596P 
1997-47612P 
1997-47632P 
1997-47601P 
1997-43580P 
1997-43568P 
1997-43314P 
1997-43569P 
US 1997-43311P 
US 1997-43671P 
1997-43674P 
1997-43669P 
1997-43312P 
1997-43313P 
1997-43672P 
US 1997-43315P 
US 1997-48974P 
US 1997-56886P 
US 1997-56877P 
US 1997-56889P 
US 1997-56893P 



US 
US 
US 
US 
US 
US 
US 
US 



US 
US 
US 

us 
us 



19970307 
19970307 
19970307 
19970307 
19970307 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970523 
19970411 
19970411 
19970411 
19970411 
19970411 
19970411 
19970411 
19970411 
19970411 
19970411 
19970411 
19970411 
19970606 
19970822 
19970822 
19970822 
19970822 



(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 



US 1997-56630P 
US 1997-56878P 
US 1997-56662P 
US 1997-56872P 
US 1997-56882P 
US 1997-56637P 
US 1997-56903P 
US 1997-56888P 
US 1997-56879P 
US 1997-56880P 
US 1997-56894P 
US 1997-56911P 
US 1997-56636P 
US 1997-56874P 
US 1997-56910P 
US 1997-56864P 
US 1997-56631P 
US 1997-56845P 
US 1997-56892P 
US 1997-57761P 
US 1997-47595P 
US 1997-47599P 
US 1997-47588P 
US 1997-47585P 
US 1997-47586P 
US 1997-'. 590P 
US 1997- :594P 
US 1997--7589P 
US 1997- :7593P 
US 1997 :?614P 
US 1997- :3578P 



US 1997-43576P 
US 1997- -7501P 
US 1997- 3670P 
US 1997- 6632P 
US 1997- 5664P 
US 1997 
US 1997 
US 1997 
US 199 



US 1997 
US 1997 
US 1997 
US 1997 
US 1997 
US 1997 
US 1997 



6876P 
5881P 
5909P 
6875P 
6862P 
6887P 
6908 P 
-8964P 
: 7650P 
>6884P 
:>7669P 



US 1997-49610P 
US 1997-G1060P 
US 1997-51926P 
US 1997-52874P 
US 1997-58785P 
US 1997-55724P 
US 1997-40161P 
DOCUMENT TYPE 



19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970523 (60) 
19970523 (60) 
19970523 (60) 
19970523 (60) 
19970523 (60) 
19970523 (60) 
19970523 (60) 
19970523 (60) 
19970523 (60) 
19970523 (60) 
19970411 (60) 
19970411 (60) 
19970523 (60) 
19970411 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970822 (60) 
19970606 (60) 
19970905 (60) 
19970822 (60) 
19970905 (60) 
19970613 (60) 
19971002 (60) 
19970708 (60) 
19970716 (60) 
19970912 (60) 
19970818 (60) 
19970307 (60) 
Utility; GRANTED. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

inn? ?ofof R 4 0F 5 USPATFULL on STN 
2002:19393 Secreted protein HLHFP03 . 

Rosen, craig a., Laytonsville, MD, united States 

Ruben, Steven M. , olney, MD, united states 

Olsen, Hennk s. , Gaithersburg, md, united states 
«IvS a ^ GaithersburgT MD, 'united s?a?ef 

corpSratiS) Sciences ' Inc "' Rockville, MD, united states (u.s. 

US 6342581 Bl 20020129 

ddt^ CATI0N: us 1999-227357 19990108 (9) 

.k I ?q£T Y ^L 1997 - 58785p 19970912 (60) 
US 1997-58664P 19970912 (60) 



US 1997-58660P 
US 1997-58661P 
US 1997-55722P 
US 1997-55723P 
US 1997-55948P 
US 1997-55949P 
US 1997-55953P 
US 1997-55950P 



19970912 (60) 

19970912 (60) 

19970818 (60) 

19970818 (60) 

19970818 (60) 

19970818 (60) 

19970818 (60) 

19970818 (60) 



US 1997-55947P 19970818 (60) 

US 1997-55964P 19970818 (60) 

US 1997-56360P 19970818 (60) 

US 1997-55684P 19970818 (60) 

US 1997-55984P 19970818 (60) 

US 1997-5 5954P 19970818 (60) 

US 1997-51926P 19970708 (60) 

US 1997-52793P 19970708 (60) 

US 1997-51925P 19970708 (60) 

US 1997-51929P 19970708 (60) 

US 1997-52803P 19970708 (60) 

US 1997-52732P 19970708 (60) 

US 1997-51931P 19970708 (60) 

US 1997-51932P 19970708 (60) 

US 1997-51916P 19970708 (60) 

US 1997-51930P 19970708 (60) 

US 1997-51918P 19970708 (60) 

US 1997-51920P 19970708 (60) 

US 1997-52733P 19970708 (60) 

US 1997-52795P 19970708 (60) 

US 1997-51919P 19970708 (60) 

US 1997-51928P 19970708 (60) 
DOCUMENT TYPE: Utility; GRANTED. 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

oH-, ^£ W f5 5 0F 5 USPATFULL on STN 

2001:107647 Human antibodies that bind human tnf. alpha.. 
f?iI eld A u 0ch ? n G " Grafton, ma, united states 

Allen, Deborah J. , Cambridge, united Kingdom 
Hoogenboom, Hendricus R. j. m., Hertogsingel , MA, united states 
Kaymakcalan, zehra, westboro, ma, united states 
Labkovsky, Boris, Framingham, MA, united states 
Mankovich, John A., Andover, ma, United states 
McGuinness, Brian T. , Comberton, united Kingdom 
Roberts, Andrew J . , Cambridge, United Kingdom 
Sakorafas, Paul, Newton, ma, united states 
schoenhaut, David, Garfield, nj, United states 
vaughan, Tristan 3., impington, united Kingdom 
White, Michael, Framingham, ma, United states 
baI£°ai^ 1iS011 h' Cambridge, United Kingdom 

(So S n-S k s: e c§rporl?i% ft ' Germany, Federal Republic of 

US 6258562 Bl 20010710 

WO 9729131 19970814 <_ 
APPLICATION: US 1999-125098 19990316 (9) <_ ~ 
WO 1997-US2219 19970210 19990316 PCT 371 date 19990316 pct in? Crt h*** 
PRIORITY: US 1996-31476P 19961125 (60) ^^Jib PCT 102(e) date 

DOCUMENT TYPE: Utility; GRANTED. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT 

PI US 6258562 B l 20010710 

WO 9729131 19970814 <- ~ 

DETD S?]h«l ting exam Pl e 5 of therapeutic agents for sepsis with which an 

antibody, or antibody portion, of the invention can be combined include 
the following: hypertonic saline solutions; antibiotics- intrlvenSSs 
gamma globulin; continuous hemofiltration; carbapenems (e S 
meropenem); antagonists of cytokines such as TNF alpha iL-'beta ti fi 
and/or il-8; CDP-571BAY-10-3356 (humanized anti-TNF alpha antibodv • 
cell tech/Bayer); ca2 (chimeric anti-TNF. alpha antibody cen?Jco?l ■ ' 7S 
kdTNFR-lgc (75 ko tnf receptor-lgG fusion protein^ iSnex see eg 

44 rt ^35A)Afk^ S29?; 3 In H' Me3: 1996) 9 vol. 

u « ; .' " KOTNFR-IgG (55 kD TNF receptor-lgG fusion protein- 
Hoffmann-LaRoche); Cytokine Regulating Agents (CRAs) HP228 and HP466 
&Jifn 0 P 5 ar ^ Ce V t1ca1s ' SK& P !07647 (low molecula? peptide- 

a t K ; ir**™ru^^^ 

d Jh^l ence) * i ron FPI ^**5hel ators*** ^a^cheLtes 1 f Incl ud?ng l0bi " ' 
mSiS^ 

beta l SSwSi- fiIhI h Bl? pe ^ t ^ s, -, Inc P ; PGG-Glucan (aqeuous soluble 
.Deta.i, igiucan Alpha-Beta Technology) : aooliponrotenn a-i 

a'ntibatteriat'^J ftfc,^] h ^™am?c a?? 5s°(sJSth«i c 
SStl&dlX ■ lh\l J.JSthSjf, 1 ?^/ biosynthesis); anti -endotoxin 
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